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1 Y 



mm^i mmm 

T-^S> ^^:SliB^©^flc®M#^. 

[^^3^3] /\>f K-V*^jg^'t-5^«:*^KM641T'*^. I»:*3^2ffi« 

6 ] n h ^ ^ m^A^, > ^ u KGD3{c^-r s /\ >r u k 
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H hM=^r:5t^m^KM871©il#^c 

n-:f->n/mit:©HMVMiSS<fct?L^VMi^®CDR. hm#®H^VM^fei:tJfL^V 
FR, e> tJ^ IC t: h HliCM^i?^ J: t?L^CM«5 1 e> ^ S H h MCDR# 

sfit^^t-e & S 4 IH^CD ^#^c 

1 4 ] Jn:^0DHiKVMJ|^(5DCDR 1 , CDR2^3 J: tJ^CDR 3 ff^^tx^^t^WM^ 

#3, ^iBi.m-n^-^ty.^r^ jwmm^^ti. M^^i i~i 3ov%-rti*^i 

[11:^35 1 5 ] fit^|tCDLi^VfiJ|K®CDRU CDR233 <fc tJfCDR3*^^E-tl^nBB^J#-^ 

[ft:^3g 1 6 ] ^#;0DH^VM^<DCDR1, CDR2^ J; UfCDR3*«-etl-rtl®^J## 
3, 4feJ:tJf5Ta^SnST^>'M^JS:'&*. L^V|i«®CDRl, CDR2^ J:t;CDR3 

1 3(DVA-m*^13^iC|2«®li bMCDR^ffi*n:^(Dm##:„ 

1 1 ~ 1 3 ® v%'m*^ 1 3^lclB^<D t: bMCDRf^*ifn:f*^<J)^^f*^- 
C^:^^l 8] m^®L^Vfiig5*^BB^J#-^54T'at$tlSr ^ v'fiftiB^JSr-^tf 
li^lgl 1~1 3©V^•rtl*^ l^CfB«®tl hMCDR#«Jn;#<^>^^if*;o 
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m^m2 1] Ui^mfiti^. Fab, Fab\ F(ab')2, -j^mmi^ (scFv) , V 
y^/iy^ l^^mitm^m)^ (dsFv) fcJ:tKCDR$:^t?^y^K*^b^«:nsm«: 

im^^ 2 6 ] mi^mnfjK ay^Vyti/ l^cmizm-t^ t: h mcm^mui^ 

(Dmmm^j;:rfiMmi^<Dr^ j WMnnr^ti. i ^ fei* 2 i gB^<z)m 

*^l *fctt2 llB«<Z)tn:^m;tOD^##;o 
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2fc<fctJfCDR33{)f«-?-tv-€tiie^j##6, i^^m-^^^ti^r ^ JWtmn^^tt. m 
1 * fe» 2 1 mm<Dmi*im)^(Dmm^, 

[»*^3 4] V4 hit}4>iJ^ilh^yii-U4^Zy2 (hIL-2) "tJ^Slt* 
«3 3SB«®^y ^^D— ^-^n/St^^fctt-e^m^^Wr/i^SI^^- 
C^i^^ 3 5 ] mii^<DEmmm n hil-e t ® an-a-M a it *^BB3?a#^ 5 3 mm 

[»*^ 3 6 ] ^i*i(Dmmi^i!)K H b MCDR#«m«CKM8871 hIL-2 ^ 
SM:^^3 3 — 3 5©V>-rtl*^l«ClB«®mf*i®^#^o 

[«#^ 3 7 ] tn.^(Dmmi^f>^. tl h MCDR#*tm#:KM8871 i:hIL-2 HiS^i^rji 
^m^^3 3-3 6 © V^•r4^*^ 1 ]SlCiB^®tn[^®^li^KM8871-hIL-2c 

[M^:^3 8] lt:^«l~3 7©V^•rtV*^l^^C|B^®;^f>15^U:^^ KGD3 

[M^JS3 9] »^]S3 8i2«®DNA$:-g-^fr-5ffi^;^^^^-o 

[»*«4 1] m^ms imm(Dmi^^^m^^j^nmmm^887ihiLz (fe 

RM BP-6791) „ 
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# 5p 1 1—2 7 8 2 9^ 

m^m4 6] t hMCDR#ffi*n:#:A^. U KGD3 IC^-T-S^^ 

n-^;i/*T:#:(DH^VMJicfeJ:DfL^VMi^<X)CDR, t h^#®H^VMJ|^^3 itKL^V 

«®t hMCDR^*iJr£#^fett^®0i:#:WT>^-o 

(»:^^ 4 7] H^Vig^<3DCDR 1 . CDR2i3 J: O^CDR 3 *^-e *l-€nSg^J# 

#3, 4J3J;af5T'^g5tl'5T^ y^Sg^J$:-^t?> lt*]S4 4 ~ 4 6 (D V^•rtl)^)^ 1 

mizmm<Dii hMCDR#ffim#^fett^®m^»T;tc 

6, i^^imt^m^n^r^jmrnm^-^ti. »:*]g4 4~4 eov^-rti^^i^® 

lcS««)t hMCDR^ffittrt^c^fett-eom^cWr^T-o 

[M^:^4 9] m#:©H|^VMJi?®CDRl, CDR2fej;tJfCDR3A^-€-tl^tlffi^J## 
3. 4^<J;i;^5. I^VM^®CDR1, CDR2^J:tJfCDR3*^^*l^tlSB^J#-^6, 7lS^m 

, M:^:S4 4~4 6 ©v^•rn3^)^ 1 ^ic|B«® H hMCDR^ttm^^^ 



5 



aSlE^ 2000-3089903 



11—278291 

# 

, L^VMi^A^ffi^J##54T'a^$tl-&T^ y^BB^J$:"^tf, «*:^4 4~4 6a)VN 
[lt:^«5 4] 11:^^4 3~5 3®VA-rtlA^l^lCffi^<D:^f>i5^y:^i/KGD 

M8871 (PERM BP-6790) „ 

5 8 ] 5 6 1 5 7 mm(omn^^i^^^^i^^^ ^ 
mm^izm^^4: 3—5 3®v%"rti*^i^tcsa^®ii bMCDR#*t^«c^fett^ 

[«^^ 6 0 ] 1 — 37 i3«<D^ y ^ n -i-;vm^<Dmmwt.itit^ 

[0 0 0 1] 
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>^ iru—r)VtrLi^RXJ^mtrLi^m Mr commit. 3&^mcGD3{c#Me?I{C;K/St-St 

So 

[0 0 0 2] 

SH^StlSriltCj: y, t h#:f^lC'7C?;^Jn:^lcMf ht«;**^ (Human Anti M 
ouse Antibody : JSJ^T. HAMAil^^-f <5) jJl^^^StlS^r: fc*^^e>tlTVNSo HAM 
Attl8#$tifcv>:^^#:i:HJ5SU 10f^M«:5f^^3 Lfc »; CJ. Clin. Oncol. 
), 2, 881 (1984), Blood, 65, 1349 (1985), J. Natl. Cancer Inst., 80, 932 

(1988), Proc. Natl. Acad. Sci. D.S.A., 82, 1242 (1985)] , S#StlfcV 
'>y^^iii<Dj6Ltptf^^<Dm^^^l^[J. Nucl. Med.), 26, 1011 (1985), Blood, 6 
5, 1349 (1985), J. Natl. Cancer Inst., 80 , 937 (1988)], ^ >^>tn:^®^&S! 
mmiimi^'Xh^^ :iti}^^^tlX\>^^ [J- iMiiinol., 135, 1530 (1985), Can 
cer Res. , 46, 6489 (1986)] » 
[0 0 0 3] 

(Dmi^^\:ihm^:^^mi*i^\^it\lhmmmmk^m.m (Co«ple«entarity Dete 
mining Region : Jg^T. CDRil^SB-T-S) #ffi^i*®^^t: h itUmz-t ^ H 

miiiX:&^Ui^X$>*) [Proc. Natl. Acad. Sci. U.S.A., 81, 6851 (1984)] , 
^\^hmi^(Omm^Ji^UKmUVt^in.i^X:^^[mtnre, 321, 522 (1986)], Zl 
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tp^mt&i)^^emi¥Xfr:iZiili)m^-^tlX\^^[PToc. Natl. Acad. Sci. U.S.A, 
86, 4220 (1989)]„ H hMCDR#iaM^*^"??tt, ■^/\/trm^^t:iMWlX'^^:^Umz 

it^^mmmf^i&rv. ik^^^nmm-5mi^rfr^:r.ti)m^^tix\^^^[j. m 

■unoi., 147, 1352 (1991)], mt>. i^hitmmt, M V &.9['<Dm^(Ommziiu 

m\zmmmm^iihx<oi^m-^^xt=.^^. mii^^o^cw^. (mfic«^®ii>i^fi 
^ii'^^<DmwmmzmMxib^i3K z.oi^t:^mm^mf&mz.m\^x%. nhic^ 

h x:7 31 ^ 3? -mm 5: <fc y ^^e^tC^SS^fbl? ^ <2. ^> ct: »J «tiT V^ ^ r i:: 

■nnol.), 144, 1382 (1990)]. * fe, CAMPATH-l^i^JCMt-S H hMCDR#^ftm^ 
^CoV^T%Ii^S^®^g|ft*^^B^$tlTV^S [:^^>rf^'y- (Nature), 332 , 323 (1988) 

]. 

[0 0 0 4] 

MJC, S3a<3DMeMX^> ^e^X#®5i#lCj:y, Fab, Fab\ F(ab')2, - 
:$:^^^!p:[-9->r 01 (Science), 242, 423 (1988)]. e;x;i''7>f F^^^bVMJ^ 
Jft>i [^^^^^^ — -^-^^^ Dt^'— (Molecular Immunol.), 32, 249 (1995)]^(^ 
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>■!?■-• U-t?--^ (Cancer Res,), 52, 3402 (1992)] » 3 tl ^ ©J^T^ilCo ^^T 

[0 0 0 5] 

V^S (Cancer Res.), 45 , 2405 (1985)]o #IC. 

2/-^-f • • if • -^S/3■^;l/ • T5!j5^^- • yi^f • if^ (Proc. 

Natl. Acad. Sci. U.S.A.), 77, 6114 (1980) ; V^—f')\y' Hr-f - rc^X^V 
j^^T^-r^/XJ. Exp. Med.), 155, 1133 (1982) ; • U-t?"— 

^(Cancer Res.), 45 , 4401 (1985)], GDStC^-TSSt^^ (Jg^T, SiGDSm^i:^ 

■9— ^(Melanoma Research), 7, S155 (1997)] „ e6lcmGD3V?>?.in;-^Tfe€)R24 

^4xfc=fe>®0, HAMA©m#lCj:»J^^*:®lliltfr;&%e>©m^i^3S«®»T^<, RSItStl 
feS®^:lltCl±MoTV>J&V>[:;l^7-*r • yi?--^ (Melanoma Research), 7, S 

155 (1997)] o b fcM.^,*^ e>2^i§^# e> \tm^m.^o> * y n h ^® 

Bl^lSmSrgfi^ilbT, 2j:|§^#e>*^f^^b:tmGD3V'^7>^.mf*^KM64lS:«{C. V 
^7::^mi*:i:l^^®?Si4&5&t--5*n[GD3^^^J/i:^<Df^SgS:^«i. mGD3^:>l 
KM871(Z)f^$g(C^:5!;l/:t (#g|^5-304989] „ mCDS^JIp^ ^^^KM871», ^GDSV 

ijgm, mGD3^:ji^m«c®4J©v'>xm«cicfi3i5-rsvMii£ic>tj'r^ t hmf*^*^^ 
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->f--S^>--^;i/-7 0 A•-l^'f :i:>7^-r y ^ v ^ -y U (Cancer J, From Sc 
ientific A«erican), 3, S121 (1997)], i^W^^ibi)'^f(^m\^f=.m^m^%=ym^ 
KM87UCfeV^T=b|^^<Z)iRlS*^lg®StlS*^^*>^i, H h T' © Kl^l* S^^^ S: # 
fefe «^ e> 3& v^ ^ J& P^S C S orig-fi ^ -5 :e <£ < -t -5 ic 
, t hCfeV\T*/tGD3^;t^m#:<): »; =fe;Jg^C:fe^M^^*><Bv^i:#xe>t^-5GD3^CJy• 
[0 0 0 6] 

*n:^»I>i-lCB8bTtt, mGD2x">7.^^:^S3fe®-*^^^;^^±f^^$nTV^^ [Hy 
bridoaa, 16, 335 (1997)] -etlJe*:J1^CD*lt#:»r;i < , *ltGD3 

[0 0 0 7] 

#:$:lHJBS^®lC^frSn::7 3i^y^f-$fflBS{CJ:oTSI*5nTV^S [J. iMunol., 13 
8, 1992 (1987)]o (Dif^f h :*>f > ttZl tl e> ©31:7 x ^ -MJBS^rtSmbf 

t;*«fft3tlTV^-5o #9^li, *it:GD2-7'^X*i^l4.G2a^tFmGD2=^:)l-^m^chl4.1 
SCKbTtt. -9->f h^-O-^feSt: h>f >^J-n>r^;y2 (jgJlT. hiL-2i:^|S 
■t-S) ^v^^it: MSHS^^-v^n >'T-5;?3n---$!i^H^ (^T. hGM-cSFi: 
^8B-rs) i:jffi»-^t5-B:Tt: hlC^^-r S3 i:*^fft>tvfe [Cancer, 80, 317 (19 
97), Cancer J. Fro« Scientific American, 3, S121 (1997)]. ^GD3"7'>>^iii 
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«cR24lCg|bT=fo, #aiJ->r h?t7-f it [Cancer Res., 50, 

7490 (1990), Proc. Am. Soc. Clin. Oncol., 1186, 345 (1992), J. Biol. Re 
sponse Mod., 9, 319 (1990), Proc. Am. Soc. Clin. Oncol., 1182 , 344 (1992 
), Proc. Am. Soc. Clin. Oncol., 1188 , 346 (1992)]. rtl^^^M 

hij-fy. h=¥i/>, mm^:> . ^^^<Dmm^^it^miz. 

■rv^S[New Eng. J. Med., 329, 459 (1993) , Anticancer Res., 17, 1735 (19 
97), Blood, 78, 1173 (1991), J. Clin. Oncol., 15 , 723 (1997), Bioconjuga 
te Chem. , 7 , 606 (1997), Cancer, 61, 881 (1988), Jpn. J. Cancer Res., 85 
, 167 (1994), Antibody Imunoconjugates and Radiopharaaceaticals, 3, 60 
(1990), Surgery, 106, 533 (1989)]. :r.tl^<Dmmmt. m^^^^-^^MfitC 

mD2^ ^ ^m^chi4 . 18 n (Dm^m s «;j)^ii^^x^6^ tc-f^sg s ti, -^^z^^m 

%StlTV\S3i:*^?8^$*lTV>S [Proc. Natl. Acad. Sci. U.S.A., 89, 142 
8 (1992), Proc. Natl, Acad. Sci. U.S.A., 91, 9626 (1994), Cancer Immunol 
., Immunother., 42 , 88 (1996), Blood, 91, 1706 (1998)] „ Vif^L. 1^GD3^ 

3t vi\:mi^Rx:^mmii^m)iiC'D\^x%^m'9->( h^sj-r >i:®]iii^gajS€:$&«) 

[0 0 0 8] 
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immf3m^ vj^^t-t^ mm] 

^ 7l ^ ^f!fs:^mGD3CDR^ffiM^|f ^ i:* ® iaGDS t h ^tUi^ 1^r=.it'^<DtfLi^mnil> 
[0 0 0 9] 

W# e> tt, lgG3^ ^ X ICM t- smGD3v 1^ ;^^f*:KM64l S: ^jg-^ S >f 'J 
K-VimiSKM641 (PERM BP-3116) a:y^«:M^ (J£*T, H^il^aafS) S.tJt@ 

jg-rS?^M^SI*SKM871 (PERM BP-3512) $:®E{Cf^SgLTV>S„ HIC, 
«cKM871(Z)^«±»J: *jmGD3^^ ^m^KM871$:«^b, mGD3dp^ ^*n:^KM871 

*«mGD3-7'?><.m'»KM64ii:i^^cDmMM-^Mi4. tfim^^^mm^Jkxf^ hmmm 

ft:KM871(Z)t ^'^©«lm^SM^Cfe^^-5*M^£S:3^L/TV^S (#M5p5-304989) „ 
[0 0 10] 

mGDscDmmmwnm^^ 9 - ^mmv. mmmm^mA-t^ ^luk.^ y ^gd3c 
Dmmmmm7i^i^m±mmc&mt^i^Mm.mmMS87i (perm bp-679o) ^ 
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[0 0 11] 

cDNA®3'*Sg{ChIL-2S:zi- Kf€>cDNAS:^M$-&rcDNAS:«^L, mcDNAJttKK 
M8871 (DLig S: rr - K -r S cDNA S: ^ ^ -iZ^ u-^Ly ^i^xmCD 
3Cdmmmm}i8871iihIL-2t<Dm'^m&M (JSAT, KM8871-hIL-2i:^gB1-S) 
^ - L fco MKM8871 -hIL-2|§3^/^ ^ ^ - S:i&%||IIlj&^^A^ 

^iCi: yKM8871-hIL-2Sr^ilJi^ttfiK:^jg|f-S?^jttiEg|)»KM8871hIL2 (FER 
MBP-6790) Srf^igLfco JglC, ?^jR«KSlttKM8871hIL2©^il±?t<fc »JKM8871-h 
IL-2 Sr«ig KM8871 -hIL-2*^^GD3CDR#«[^^f;KM8871 1 

, «tM^^#Mffijg:rKhiL-2i(fe#i£itm$:^-rm>^jc^ LThiL-2 i: m^<Dmm 

^mz^\i^XmGD3Cm^m.m^E}i88:rUZ}t^^ KM8871 -hIL-2®?SS*^it!t S tl 
[0 0 12] 

&.r<D (1) ~ (6 0) {cMi-So 

(2) ify^v:tiy\^Gmiz!^mmzKm-t^'^j'i7u-^jvmi^i)K /\>f 
. ±m (1) mm<omf^<Dmmi^o 

[0 0 13] 

(3) /N>f >ry ]^^^^m^t^mmm6Aix&^^ jiia (2) fB«®m 

(4) HhitmmK hM^^^m^^fcttt: hMCDR^ffi^-«;-t?feS, 
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±ia (2) mm(Dtfii^<Dmmi^o 

^n-^-.;u«i«fe<Z>fi^ (HM) bT^M^^ (VM*^) ^J:tJf@l^ (L^ 
) VMi^$:-g-tf, ±m (4) SB«®ti 
[0 0 14] 

(6) bi hM^:>^^*n:^*^ KGDSfcMf S/a-T K- 

m^nmm (mm) i^^zfLmmmtis^f^tji^^ ±m (4) mm<o\ihm^:^ 

( 7 ) H^vMJ5S*^BB^J## 5 5 i?5t$4xsT ^ 7 mmm^^ti. ±m ( 5 ) 

(6) fB«®t FM^^^^ft^^M^ft^- 
LO 0 1 5] 

(8) Lmym^iJ^Mn^^^ GX'B^n^r^ jwmm^^ti. ±m (5) 

aB^J##5 6-e^3tiSr^ /^BB^JSr^tfilB (5) ^fett (6) IB«®t: h 
[0 0 16] 

f^mm^^5 6'(^B^n?>r^ ^wmm^^ti±m (5) (6) la^^vi 

[0 0 17] 

yXz-I^V-^Wii (FR) ^^ti. ±fa (4) |B^®fci b^CDR#*im^®m^ 
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(13) M hmcDmmUi^i^> i^y ^^Vy^t/ \^GD3izM-t^=E J ^u-± 

^S_fcgB (4) ga«®m«t®fl#ff:„ 
[0 0 18] 

(14) mi^<DEmm^(DCdft i . cdre^ <fc t>*cDR 3 ;?>^-e ti-r4iaB^j##3, 4 

fej:tJf5T?a^StiST^y^@B^JS:-g-tf, ±|B ( 1 1) - ( 1 3 ) <iDV^"r^l*^l 
JgtclB^CDt hMCDR#*t*i:^J;(3[)^^¥<*;o 

(15) m^<DmymM<DCmU CDR2feJ:t)fCDR37b^^tl^tlie^J«#6, 7;B 
J:tJf8T'5^$tlST5 >^^iH3«J$:-g-t?, ±m (1 1) ~ (13) (D^^mtf^l^ 

[0 0 19] 

(16) m^(DEmymm<DCmU CDR2feJ:t5CDR3A<-e4X^tiaB^#-^3. 4^ 
J:tF5Tz5$4x<&T^ >^miS3«J$:-^«^^, Li^VM^CDCDRl, CDR2fe jcO^CDRSTb^^tl 
^nBB^J#-^6. 7^J:t;8T'^$tl-5T^ y^IB^JSr-^tf, _tlB ( 1 1 ) — ( 1 

3) <D\,^^M^imizmm(Dh:hmcDmmui*ia>mm{*io 

(17) m«:©H|RVM«e*^iB^J#-^9T'3^$tiST^ /KBH^ S:^tf±ffi ( 
1 1 ) ~ ( 1 3 ) <DV>"rtl*> 1 «{Cia«®li hMCDR#*t*rt:^0^^«c, 

[0 0 2 0] 

(1 8) m«:cDL^VM^g^*^ae^J«#54'eat$tiST5>'^SB3«J$r^tf_hia ( 

1 1 ) ~ ( 1 3 ) <D\i^-rM^ 1 mzmm<Dh: hmcdmmmi^(Dmmiii^. 

(19) m^oEmmmm^mmm^QTm^n^ r^j mm^s^-^s^. l^v 
mi^t>mm^^5Ax-^-^ti^r^ jmmmt:^ti±m (i i) (i 3) ©vx-r 

[0021] 

(20) mi*i(DEmmmiimm^^9X'^^ tis r ^ y ms^j^:^*^, u^v 

MJ^*^gH3»J##54T?5t$tier^ 7mBH^J$:-^tf_hlH (1 1) ~ (1 3) CDV^-r 
tl*^ 1 ^Cia^CDfcl hMCDR5^3ffim^*iKM8871<3Dil#^o 

(2 1) Jn:<*Wi;t*^, Fab, Fab\ F(aV)2, -^jci^taft: (scFv) , 
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fe-6±fB (1) mmcDtiii^mfnomm^o 

[0 0 2 2] 

1) ^fett (2 1) gH«<^m#i^;t®^##o 

m^-^ti. ±m (1) ^fcit (2 1) iB«®mffrWT;t©^»#:o 

CO 0 2 3] 

(24) mi^mntf'^. mi^<7)Lmmm*^mm^^5 e-^'^-^ti^rs.jmm 

n^-^tt. _hia (1) (2 1) |B«®*rif*:WT;i®^#«s. 

(2 5) mi*imfii>K ^«c<Z>H^VMISA^gB^J##5 5, m«:®L^V^ig?*^gB 
^J##5 6T?atS#iST^>^mgBMS:-^t?, _bfB (1) Sfcli (2 1) SH«®m 

[0 0 2 4] 

(26) m^\^}niJ^. i^z/^Vyi-ty KGD3lC>^t-<5 1 hMCDR^«^«C®H^V 

mmi5j:v^mfima>r A jwrnm^isti. jlib (d ^^i* (2 d iB«®m 

^^ti. ±m (1) (2 1) iB«®m#^WT;ir®^^fl^o 

[0 0 2 5] 

^^tt. ±m (1) (2 1) mm(otfLi^w\)i(Dmmi^. 

##54t?a^Sti5T^ yiftgB3?0?:-^tf, JilB (1) (2 1) fB«®^flc»T 

[0 0 2 6] 

(3 0) m-fisdr^i^^ Jn;#:(5DH^VMi^®CDRU CDR2;fei:tJfCDR3:^)^-&tl-^nBB 
a^J##3. 4;feJ:t)f5-eatStiST5 y^BfeBB^JSr-^tr, J:«B (1) (2 1) 
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^j#-^6, 7^j:mx*mtsti^r^ jwmm^^ti. ±m (i) ^fet* (21) 

[0 0 2 7] 

(3 2) mi^mfiii^. m#i®H^VMl^®CDRl, CDR2tea:tJfCDR3*^-e*l-?tlSB 
^J#-^3. 4^J:t;5. L|tVM^®CDRl, CDR2^i: tJfCDR3*^-€-tl-?4xBH^J##6. 7 
;feJ:tJf8-^^3*iST^ y^iBJ'JSr^tf. -fclB ( 1 ) ttciit (2 1) ga^^^ift: 

(3 3) ^ajt*^-9--f h:jf7>f >T'fes, _hia (1) mm<D'Ej ^u-±jim 

[0 0 2 8] 

(3 4) -y-^r h5!7-Y>*^t: h>f >^-n-r=^>2 (hIL-2) -Z^feSJilB (3 3 
[0 0 2 9] 

(3 6) mi*i<Ommi^i^. t hMCDR^!|fitit;^KM8871iihIL-2i:*^e>J&S_fclH 
(3 3) ~ (3 5) ©V>"rtlA^lJg|tCgB«®m«:®^#ft^. 

(3 7) mi*^<Dmmi^ifi. fchMCDR^«tJS;#KM8871i:hIL-2i:*>e)«;S±IH 
(3 3) ~ (3 6) ©VN-rtl*^l^iC82«®m#t©^^*f^KM8871-hIL-2o 

(3 8) ±|a (1) ~ (3 7) (D\,^■rtli)^lmizmm(D:^y^Vyfiy]^GD3 

[0 0 3 0] 

(39) ±m is 8) mm(Dmk-k^m-t^mmx^^ ^-o 

(4 0) ±m (3 9) mm<Dmm^^^^-^m^mmizmxvxm^tis> 
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I 

(4 1) ±fH (3 7) lS«(Z)^<*:$:^M-r-5?^K^mmM8871hIL2 (PERM B 

P-6791) . 

[0 0 3 1] 

(4 2) ±iB (4 0) ^r^it (4 1) mm<Dm^^mm^mmzmmh. m 

mm^ic±^ (1) ~ (3 7) (D\^-ttiti'imz^M(D=^j^u—rj\ymi^<Dm 

[0 0 3 2] 
[0 0 3 3] 

(4 5) ti hMCDR^ffimf*^*^ ;!f>^fU:rS/KGD3lC^'rS^y ^'n-:^ 

R^r-^tf, ±SB (4 3) IB^ODH hMCDR#«m^*fctt^i^)*n:#:»T>i = 
(4 6) t: hMCDR^ttm^fJ*^. :;{f >r ^ KGD3 IC^-T-S^ >^ n 

hMCDR#ffim**^*;tli^®m#:^;to 
[0 0 3 4] 

(47) H^V^Jgc® CDR 1 , CDR2fe J: t^CDR 3 *^^tl-rtlSB^J##3, 4 

feJ:0f5*eat$nST^ymiB^JS:-^t?. ±SB (4 4) ~ (4 6) ©V^■rtlA^l 

3Sicia^<Z)ti hMCDR#i(a*n;^jc*fett^®m^Wr^„ 

(4 8) mi^<DLmyM^<DCdRU CDR2J3 j:OfCDR3*'5^tl^tlB2^J##6, 7^ 
J:t)f8T?at$tlSr^ y^iftiB^JSl-g-tf, ±m (4 4) - (4 6) ©VAfti*^!]^ 



1 8 
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[0 0 3 5] 

(4 9) W.PIl^<Dmmm<DCmU CDR2fcj:t;CDR3*^^tl^tlBB3»J1|-t3, 4^ 

^tiS2^j#-^6, 7^^mx'^^ti^7 jmmm^^ti. ±m (4 4) — (4 
6) ®v>-rti*^i3S{cia^®fc hmcdmm.u^tr:Lit^<omi^m)io 

(5 0) m«t:cZ)HMVMJSc*^SB^J##9T*^$tlST^ygfcaB^Jife-^tf, ±13 
(4 4) ~ (4 6) CDV>r4x*>l«Cia«®t hMCDR5^ffiSt#*Jtti^(iD*it# 

[0 0 3 6] 

(5 1) t/t^(Z)U^vM«ejbWj##54T'^s tis r ^ y mm^i ^^ti. ±m 

(4 4) ~ (4 6) <DV>-rtl*^l]^K:gH«©t: hMCDK#*i^^*C^fctt-?-CD*l<!pC 

^ jmmm^^ti, ±m (4 4) ~ (4 6) ©v%-rtL*^i^jcia^(z>t hMCDR 

[0 0 3 7] 

(5 3) «t^<©H^v«j|^*^fB^j##9, Lmmmi)^wimm^M^m^t\>^r 

^ .fmmn^^ti. ±m (4 4) ~ (4 6) (D^i^-tM-^iwzmmcoiihmcm 

(5 4) ±ffi (4 3) — (5 3) ©V%'rn*^13SlC|a^CD5{f>iJ^U;r2/ FGD 
3 (Ci^Mfi5lCiR/Sf St hMCDR#|l^#*feli^<D*ri^WT;tS:=i~ KfSDNA. 
[0 0 3 8] 

(55) ±iB ( 5 4 ) mm<Dmk^^m-t^mm:k.^i^ ^ 

(5 6) ±12 (5 5) iB«®«ai|t^^^'^J?~S:^iifflJi&JC#AbT#e>tie 

(5 7) ±ffi (5 3) mmon hmcj>mmmiii^^^&t^mmmMmMS87 

1 (PERM BP-6790) . 
[0 0 3 9] 

(5 8) ±s (5 6) ^fci± (5 7) mmommmmm^^mzmmv. m 
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m<^^iz±m (4 3) ~ (5 3) <D\^-ttii}^i^izmm(D\ihmcDmmui^t. 

(5 9) ±m (1) ~ (3 7) mm<D=^^ 9u—^}vw,i^(Dmm^t.r:^it^ 
(Dmi>^mn<ommi^. ^j:xf±m (43) ~ (53) mm(D\^\^mcdmmm^ 

•mm. 

[0 0 4 0] 

(6 0) _tiH (1) ~ (3 7) mn<D=^j ^u-^/umii^<omm{*^^r=.\ii.^ 
(DUi^mf^ommi^. i5^xj^±m (43) ~ (53) la^^t: hmcdmrnm^^ 

[0 04 1] 

[0 0 4 2] 
[0 0 4 3] 
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[0 0 4 4] 
[0 0 4 5] 

t hM=¥:jl^m«c©CHi:LTtt, t h>f Ay (jg;^-^^ hlg^^gB-T 

hI«G^^:7.{CM-r-5hIgGl, hIgG2, hIgG3, hIgG4i: V^o ^tif:;^^^ ^XCDV%-rtl=fo 

[0 0 4 6] 

So 

® VHfe J: mL<DCDRBHa»J t h VH^ j; tKVL©CDRiB3?rjK:^« L fcVM 
t-Si*#||ffjli&M^^'< i5? - K: -g- ti^ti»A L T t: h MCDR^«^<iJ:^ 

[0 0 4 7] 



2 1 
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hIgG3, hIgG4^V^o^i:^^^'^:^®<'^■^tl*JMV^S3i:*^l?^^o tt^. N 

[0 0 4 8] 

y mie^J*^ ^^S*ii^KM8871*^^We>tlSo 
[0 0 4 9] 

T-i^'?:iaiRf SriljQ^T'^So ^mf*^WT;tli, 35tc5S^^X^e«r#^C J: U , 
[0 0 5 0] 



2 2 
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[0 0 5 1] 

^iftcWr/i^LTli. Fab, Fab\ F(ab')2. scFv, dsFv, CM^^tt^zf^ 
Fabli, I gG$:geS^«?^^AVN°^>T'^{lSLT#e>tlSlllT>t0e>*» (H^ 

o 

[0 0 5 2] 

^^9-^^ \i^\i:Mm.^mm^n^9 ^-izmxh. m^^^-^ mm&m^ s 
V > itm^^m^mx -r 3 1 tc j: y $ Fab ^ jgjt -r s 3 t- ^ ^ c 
F(ab')2ii, I sG^^B^^mmm^zfi/yxmmhxm^ti^m)^o>o^ 

(H^©234#a<Z>T^y^3S«*^«Wf$4lS) , Fab*tt:>$;MJ^®2^:^;i/7-f 
[0 0 5 3] 

2^l§^®F(ab' )2li. GD2{C#Me5lCHlS-rsm«:?rmai^4>»^^'<3/'t/>-t? 
«iaLT#S3i:*«-e^S. tfett, TIBtDFab' S:^:4-x-^;l/j$-&$>5V^tt$;? 

Fab'tt, _hfaF(ab')2®t>i>-M^^(3[)$>':^>>l/7>f K^^Sr^^l/fe^^**&5:5 

[0 0 5 4] 

*^W®Fab' tt, GD2C#Mfi&tCjR/S*rSF(ab' )2^m7mV^yi' U^f h -^0/ 
«tabT#Sz:i:*^l?$So *fctt> ^^^*c0Fab'Wr;^-S:rr-Kt--5DNAS:l^:^ 

^^4^feSVAt«:^^%^^A-r-5 3iilcj: »JFab' Sr^agS-fr, iga^-rS3i:*^ 
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[0 0 5 5] 

^i&^^A-r -5 r i: ic j: y scFv&^3K S SSJ^-T S r j&^T* ^ S „ 
[0 0 5 6] 

[Protein Engineering, 7, 697 (1994)] ICfi^oT. m^(J>^Wm^=^M\:-^'^ 
[0 0 5 7] 

2^^«®dsFvtt, GD3JC4tMWK:MP&-rStnt:^®VHfeJ:mLS:i3- F"rScDNA 
^i&'vSIA-r S r IC <k y -ft, dsFvSrigJt'r & Zl *^T' ^ S o 

[0 0 5 8] 

- K-rScDNA?:3t#bfe^, ^cDNAS:l^^^ifeM^^'<^'^-feSVM«^^*& 
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m) , tBoc^ (t-^^;i/>r=^i/:^j;i/d<-;i/^) ^(Dit^^^miz^^rmMir^ 
[0 0 5 9] 

mi^^omm^jt^^it^m^m c^s^x^Ara (^^«?^ 1994^ c 

[0 0 6 0] 
[0 0 6 1] 

^©jfisim [t©j*Mi»^ {B^^mmmmm^^m 1996^ mhi^'^mmt 
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[0 0 6 2] 

li, hIL-2, hGM-CSF. H ^-^^ UZ7 7-VnU—''MWLmiF' i&.T . hM-CSFi:^ 

sri:*^T^So m^it. mBmt<Dm-^m^'D^^xit. m^^ttciitmi^im}^^ 

[0 0 6 3] 

i:hiL-2©ii(-^5ei^*^sB^j##53iB«®r^ jmmm^mv. ^i^o^mm^m 

J>iGDXDfi#ffim*|sK118871i:hIL-2i: ©ilil-^gaM"X?feSK118871-hIL-2 
[0 0 6 4] 

1. nhfbm«:®#ig 
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ar. hC7ii:^SB-rs) jSi.t^iihmi^<DLm(o K^^:^(Dmm isir. hCKt 

bTttx:^V>i:>f > ^^>*^e>^S^fe^♦cDNAS:ffiv^S3:i:A^T'^, ^fc. cDN 

-Mitlf, pAGE107[-t)->f y ns;-(Cytotechnology), 3, 133 (19 

90)], pAGE103[5?^-:^;i/ -A^^r/r^y^hU -(J. Bioche..), 101, 13 
07 (1987)]. pHSG274[j;?-XGene), 27 , 223 (1984)], vKCRizfUiz-v^^yir 
7. ' i^-^ ' -if "T^ai-JV ' T:jf77^^- • • 1^-^al>x(Proc. Natl. Acad. 
Sci. U.S.A.), 78, 1527 (1981)], pSGl/S d2-4 [1^-f y P i^- (Cytotechn 

ology), 4, 173 (i9go)]^;6^^tf e>ti,S. »%IIHjBSM^3S^^^ ^? - lcffiv>s:/n 
^~^^-i:3:>/^>-^^-fcbT^±, SV40CD*jai:^n^-^i~i:a:>7\>-9-- 
^— • jT:/ • /t-f^r-^r^::^ l-';-(J. Biochen.), 101, 1307 (1987)], =£0 

ry \^ ' A>(::ty^ t^ijjv ' ^ • -?r--$/a>X(Bioche«. Biophy 

s. Res. Coauiiin.), 149, 960 (1987)], :^feiS^n >''y >H^®yn^ — ^- [-fe 
>n/(Cell), 41, 479 (1985)] i:x>/\>-t?— [-fe^KCell) , 33, 717 (1983)]^*^ 

[0 0 8 5] 

[P^'-i-JV'7t':f'^J^JUVitjJ\/':^\f^yXiJ. iMunol. Methods), 167, 271 
(1994) ] . ^y ^h.m<D t: K i\Mi^nmm ^ ^ ^ - ^ L T «, pKANTEX93 (W097/1 
0354) , pEE18[/\^::f U K- V (HYBRIDOMA) , 17, 559 (1998)] ^*^^tf ^tlSc 
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[0 0 6 6] 

(z) i^^<Dmm(Dmi^<Dm^ n - k-t s cdna®^# 

[0 0 6 7] 

So 

hU 7 ngfSI-fei^'i^A^ V>yX-'f>-x>if>f ^ne^- (Methods 
inEnzy«ol.), 154 , 3 (1987)]. *fc^RNA3^)^e,■RNAS:llSS^*rS:;&^fei: bTtt, 

:4-u dr(dT)0^fl:-fe;i/n-:;^.:*^A^[=Ei/^a.^- • ^^n-— : T • 

^ 1^ ij — . V ~ a. (Molecular Cloning: A Laboratory Manual) , Cold Sprin 
g Harbor Lab. Press New York, 1989] ^*^felf e>tlS. A-^r/U K-V 

jjfflJi&A^^BRNA^iaSg-rS^y hilbTtt, Fast Track bRNA Isolation Kit (Inv 
itrogen:it±5g) , Quick Prep bRNA Purification Kit (Pharmacia^tSSl) ^i^tb^f 

[0 0 6 8] 

^ZLl/if : T • 1^ U — • V—cxT-^ (Molecular Cloning: A Laboratory M 
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anaal), Cold Spring Harbor Lab. Press New York, 1989 ; Vy h • b n 
— ;i/X • >f > • ^l/^n^— • /I >f i;?— (Current Protocols in Molecular 
Biology), Supplement 1-34], ^V^iir^|R(^) ^ U7L\t. Super Script™ P 
lasmid System for cDNA Synthesis and Plasmid Cloning (GIBCO BRL^^) 
AP-cDNA Synthesis Kit (Stratagene^fcSg) ^m^^^l^^^ii^tbM^n^. 
[0 0 6 9] 

cDNA^-f >^^y-©f^^®|^, /^>f >^'J F-V^flS*^bmffiUfe«RNA?:ltMi: 

V^;b^3&St;®-e%MV^S3^i:*^"e^So m7L\t. ZAP Express h ^-t^J^-XC 
Strategies), 5, 58 (1992)] . pBluescript II S^i.^) [JL 9 1/ >( y ^ • Y'UvX 
' U -9- — ^(Nucleic Acids Research), 17 , 9494 (1989)], A zap II (Stratage 

netfciS) , ^gtio, xzwi^'s^k f7u—~yff ' 'f'^f^'T^ •^J!\^ • y':fn — 

^(DNA Cloning: A Practical Approach), I, 49, (1985)]. Lambda BlueMid (C 
lontechttS?) . A,ExCelU pT7T3 18U (PharmaciattJS) > pcD2 U a. ^ - • 
T> K • -fe/l/^- • A>f :^-ns;-(Mol. Cell. Biol.), 3 , 280 (1983)] S:tKpUCl 
8lS;>'->(Gene), 33, 103 (1985)] V^ btVSo 

[0 0 7 0] 

t i^mm b T ttMcDNA^ >f y - A, w^sasmwx ^ s =b ® & n 

^^V^A^;&S=fo<Z)T♦%fflV^^3^:7b^T'^-5o 'g'llx.^, XLl-Blue MRF' \7.V=y'TV- 
X (Strategies), 5 , 81 (1992)], C600 [ 5^ y i?:^ (Genetics), 39, 440 
(1954)], Y1088, Y1090 [-9-^ a:>:;^ (Science), 222 , 778 (1983)], NM522[2;^ 

' iir':f ' '^Xy^zi.'y- ' J\>{itrnV-Q. Mol. Biol.), 166, 1 (1983)] 
, K802[$?"V--;^;i/ • 5**:/ • ^l/^o.^- • /^>f :^ne^-(J. MoI. Biol.), 16, 
118 (1966)] ;SLtJ^JM105[$;-> (Gene), 38, 275 (1985)] V> b*lS„ 

[0 0 7 1] 

cDNA^>r3/'^y-*^e><z)t hj«^®s&igj®^#:cDHm^t)fL^vMJ^^n- K-r 

S cDNA^ a - > (omsm b T », T >f y h - y ^ lim3^5«IS^ b -^^ n - >r 
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ular Cloning: A Laboratory Manual), Cold Spring Harbor Lab. Press New Yo 
rk, 1989] {CJ: »;^^-rSZ:i:*^-^^S. ^ fc, y^>f V- SrilJS mRNA 
*^ ^ b it cDNA^ V ^ ttcDNA^ >r ^ ^ U - il b T . Po 1 ymerase Cha in Rea 

ction[j;jAT. PCR^il^SHf'S ; ^l/-^:!^-- • iJ^n--^^'* : T • ^iK^ h U 

— • V— a. T^'V (Molecular Cloning: A Laboratory Manual), Cold Spring Harb 
or Lab. Press New York, 1989 ', ijVyV ' zfU h n — • > • ^ V^a,'^ 

— • 7"?>f:^'n i^— (Current Protocols in Molecular Biology), Supplement 1-3 
4] \z J; y H^jROfL^vM^ ^n- K-T ScDNA^rM^-T S ;r =foT'^ So 

[0 0 7 2] 

±m:^mK^^)m^-^tit^cmk^^ mmtMrnmrn^-vm^^. pBiuescript 

SK(-) (Stratagene^tfg) KlCi^ U >^^b, JiSMV^ ^tlSlfe 

«iH^J»«f^^. -t^^:?!?*- (Sanger, F.) P,<Z)S;-T^;r^5/^ [3^0 5/- 

5=^-f • yir-f ' if • •TZ/B-f'/l • TiO'f^ - • • if-r j?. (Proc. Nat 

1. Acad. Sci., U.S.A.), 74 , 5463 (1977)] «:^f V^, |&»BB^J S fir45-«f 

A. L. F. DNAiz-^^oi^iJ— (Phar«aciatt$i) ^S:Mv^TiS? 

[0 0 7 3] 

^Mvtcmmmmi)^ e> H^:s:tjtL^vMi^®^T ^ y mmn^m^ b. st^^m 

«:CD H^Jtt)fL|iVMJ|c®^T ^ mie^J [2/->ir > S/X-:*-^- 3/*D 7^>f :r :/ 
•>f Ay n >^ I/' X h (Sequences of Proteins of Imnnological Inte 

rest), US Dept. Health and Hunan Services, 1991] i:ifcl«"f"-5 :i lC<fc U , 

[0 0 7 4] 

n-T^^f A □ S^:;S;;V--f>^ L/X h (Sequences of Proteins of Inn 
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unological Interest), US Dept. Health and Human Services, 1991] ilitict" 

uences of Proteins of Immunological Interest), US Dept. Health and Human 
Services, 1991] ilJt^-tS 3 i: {C J: o TMffi-r d il 
[0 0 7 5] 

(4) '^-(Dmm 

*3gi© (1) JcSB«®li hftm^^^^M^^^i^-Ofc htft#:©H^^tj:L^C 
M^SSrzr- K^S»|K^®J:Jg{c, hJet^®I*ifei®^«cCDH^;RtJfLiiVM«S: 

i:*«*e#^o t: HJe<^®i&#?cDm^js®H^^tKLiKVMJ^$:zi- Kf -5.CDN 

A?:, Ni^<i5^®»%(Ojli^H«:S^t)fL^VMJ^®3'*igfl|f<Z)J^«gB^Jilt h^^® 

Se^JS:M3glc;frs-a"^DNAi:-eti^*i^atjfeL. ^ti-€^ti?:2^«l<D (1) tcffi 

^^K'^ ^ ^ - Sr^l^-r S 3 jb^r- ^ 
CO 0 7 6] 

( 5 ) H h MCDR^ffi^^J;® VM«I ZI - K-r S cDNA® 

^l^ft3fe®%»®T'fetlli, V^}^,^J&^%®T't;MV^S:li:*^-e^S„ MAli, Protei 
n Data Bank^®5=^- ^ tClt^StlT hJa^ltODH^^tJfLgtVM^g^OFR 

y^m^^J, t: hm#®H^;atJfU^VMJ|?®FR®#-9-:/^;u--:^®^)ty^ 



£f}iiE# 2000-3089903 



11 — 278291 



(Sequences of Proteins of Immunological Interest), US Dept. Health and H 
uman Services, 1991] ^i)^$> Iff ^ti^i)K •=t(Dtpr^. +4)'3&?Sft$:*"r^ t h 

mm(DFmr^/mmmiiX'^^^n-M\f^mm^ (^i>:&<i:%6omji) ^mir 

l/X h (Sequences of Proteins of Immunological Interest), US Dept. Health 
and Human Services, 1991] $:#J^LTDNAB2^JIC^SIU, t: hMCDR^ttmflt® 

V>TPCR^$:ff e)= ^<Dm^. PCR-e<Z)Mf5^^:SttJ^-^^°rig^DNA(D;R$*^^. H 
L^i:t>62fc®'^^DNAS:S^tf-r^rt^^)W^Uv^. 
[0 0 7 7] 

s^iiT*, ^^loy (1) T'«iibfcb: ^>fbm^*^^^ffi^^'^^-^c^^^c^^- 
— ^^^-rsrii^^-^^So PCR=^> Jfliig^jSrpBluescript SK(-) (Stratagene^t 
$S) ^©:^^x^ Kic^^n-— >^b> 2*^3^1© (2) icfB^©:^^^ i »J , ife 

sgB^j mmo> M h MCDR5^«^f*:<z>Hm^t t^LmvMig^® T ^ wmm & 

[0 0 7 8] 

( 6 ) ti hMCDR#ffit«;fi£®vMi^®T ^ y igffi^JO^IE 

\L hmmi^mumt. sfi^on hje;^®i&i©®^flc©H«g^tt)fL^vig^®cDR 

yi-^ ^ jnV- (BIO/TECHNOLOGY) , 9, 266 (1991)] o Z. ©MH i: b X li, tgOD H 
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/ DJ/^- (BIO/TECHNOLOGY), 9, 266 (1991)], H hMCDR^^mffiCDf^SgtCiSV^ 

Tti, e>mMiS^?sttJcBit)^FRODT ^ >^ mn,m^nmzmw^ <fc < i^^-r s 

^-•/t'f^raS^-a. Mol. Biol.), 112 , 535, (1977)]^V^»3>tr^-^- 
^5=^U ^'^''[^nT^-O-rOi^'-rU >-J^(Protein Engineering), 7, 1501 (19 
94)] ^ic smf*:®5:t#:^5t©^il25:t5«¥=^*^=f?*)tiT vn ^ , rtv b 

[0 0 7 9] 

^^T2^:«1© (5) fC|B«®PCRtSS:ffe>z:i:{Cj:»J, it^7?^S„ PCR^®ii*i 

M^{co v>T2ti:]Si® (2) icfa^(D:&^gicj:y, ^mmm^i$:ML. um(Dr 

[0 0 8 0] 

m.m^^-\^-t^m.^^oy±m\z. -^^kd (s) (6) xmmi^t^y^vm. 

(m^i!m^(DmJSLn\Mmm n ~ K t-S cDNA^ n - ::i > ^ tl h MCDR 
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m^ii^ 2^^1<Z) (5) jktJ^ (6) T-t: hMCDR^ffi^<*:(7)H^&l>*L^VM^$: 
«|||•rSilK{CfflV^S-^^DNA©^ WSglC'filSf «>-^^DNA®5' p^3glCi@^:&^ 

mmm<Dumm9ii ^mx^^ zi t% ^js:]^ i <d ( i ) icis^® n h ittft^nm^m 

[0 0 8 1] 

(8) \ihimi^(D-m^mm 

1® (4) ^fcOf (7) IC»«®11 h^bm^^3^'<^^-^ ^VMi^tie>S:^^b 

TCC CRL1651) A^— Ji^^CfflV^e,tlS V X--f > • 51 W'f • T ^ X- U -9- 
(Methods in Nucleic Acids Res.), CRC press, 283 (1991)] » C0S-7*H|S^ 
<D^m^^ ^-(DmAmilVXit. DEAE--5^^:^ h9>?5S[;iy^yX->f 
l/>f vy^.y$/xyX- Di?- — 5^ (Methods in Nucleic Acids Res.), CRC press, 28 
3 (1991)], U3K7aii^S/a>^[:/ne/— x>f >^^X•:^^••^f•:^i^^:^;l/•T:^J 
— ::r^.-9->f X>>?.(Proc. Natl. Acad. Sci. U.S.A.), 84 , 7413 (1987)] 

[0 0 8 2] 

— .-^r-nT/KAntibodies: A Laboratory Manual), Cold Spring Harbor Labor 
atory, Chapter 14, 1988, D-:^;i"r ^-T^-f 33?7^-f X : ^) Z/t/Zf A/X 

•T^ K'T^^^^'^'f X (Monoclonal Antibodies: Principles and Practice), Ac 
adenic Press Limited, 1996]^lCi: U tBS^-e^So 
[0 0 8 3] 

(9) t: 



3 4 
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2^:^!® (4) ^ti^ (7) \zum(D\ivitifiiif^^m^^ ^-^m^^^m^mm 
m^mm^<onn<^ 9-<DmKm}i\^x\t. a:u^hn;Ki/-$/3>^ im 

^^2-257891. •y-'T nS^-CCytotechnology), 3 ,133 (1990)] 

li, v;7XSP2/0-Agl4Hffflg (ATCC CRL1581) , v:7>^.P3X63-A«8.653|fflfiS (ATCC 

CRL1580) , v\^\^ummM5mm^^^ (js^t. dhfr^i^ia-^^) ;{)^^«Lfcc 

a:>X(Proc.Natl.Acad.Sci. U.S.A.), 77, 4216 (1980)] , h YB2/3HL.P2.G 

11.16Ag.20i|lfJ|fe (ATCC CRL1662, JS<T> YBZ/OmMilMm^t^) ^is^mf^tl^ 

o 

[0 0 8 4] 

257B91{zm^^tlX^^^:&miZm\ G418 sulfate (JgJ^T. G418i:^ia-r-5 : SI 

o mmmmmmmmmtLxit. Rpmi64o^% (BTi^mmnm) . git^«s cb 

:^mm^m) , EX-CELL302^;N& (JRHfiiig) . immm CGIBCO BRL^tig) , Hybr 
ido«a-SFM^SF«I (GIBCO BRLttI?) . ^ felirtl^^flSlC4=ll&J«Jfill» (JS*T. FBS 

tCjcytra^-e^So J^jK«mi»li> #g|5{l2-257891lCgg3^$:nTV%S:&«fe 

o 

[0 0 8 5] 
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[r^T^-f Ji^v^-f X : T-^jK^ h U -•V' — 3.T;KAntibodies: 
A Laboratory Manual), Cold Spring Harbor Laboratory, Chapter 8, 1988, t 
t ^ r-i — t- n.-T^^y^ V tK^u -r -/I) V ^y-y • W K'-f^^-^r^ Zl. fNonocl 
onal Antibodies: Principles and Practice), Academic Press Limited, 1996] 

^t::^'^-^^*^®:^)-^*^, ^ U T ^ U ;i/T ^ F>^;i/«^Sci» [Jg^T, SDS-PAGEi:^ 
IB-rS : ;^>f^^- (Nature), 227, 680 {X^0)\^^ aLT^^yzTu v ^ 
[T>-T--f 3K-5^>f X : T-^3i>^ h y — -V—a-T/KAntibodies: A Laboratory M 
anual). Cold Spring Harbor Laboratory, Chapter 12, 1988, ^ if U —f- ' 
y ^ if^'T -X >e/::^;i/X-T> F-T/^^^T^-f ^(Monoclonal Antibodi 

es: Principles and Practice), Academic Press Limited, 1996] ^"e?H!l^t"S 

[0 0 8 6] 

( 1 0) n v^^^oy^'&Mm 

ISA^;&tJ^M3fct«:^^[^^>'9- f ni^-->f Ay -fe^fcf- (Cancer Immuno 

1. Immunother.), 36 , 373 (1993)]^lC<l; yM^-^^So mMl^li^ilSBifflilS*^ 

\z.n^:^mmmm^'&.\t. CDCtsa, ADCC^S-S^^rW^ly, ^M-t-s:r.i:*^T?^ 

^ [:J|p^>-9-—--f Cl2;^—-WJUy-fe^fcf— (Cancer Immunol. Immunother.), 
36, 373 (1993)] „ 
(1 1) YimMO^^f^-fj^ 
H V^n.m%. \^ hft3f5©^ll«i»IJIIS|!|cK:^3SLTV>SGD3i:#M»lCig-^ly 
, A^oCDC?SttS:y^ADCC?S1S^(DMfl&l^«tS14^^t-fefe> fl$^. i^'yJ-'^. 
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[0 0 8 7] 

hftmm*. #^!ftT'is-^f s3i:=b«rigT'ttfes*^ m.mtmm^ 

[0 0 8 8] 
[0 0 8 9] 

j]y^(Dm^M. 'ry':fy. r/v^>mi-hv ^2^^<DmmM. :7.^rvym^^ 

[0 0 9 0] 
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[0 0 9 1] 
[0 0 9 2] 

■ftDNA. cDNA(^)v^•rtl=bfflv^sri:*^"r^-5c «liSLfct«:#*fctt^flcWT;i i:1?• 
-r h?!j-f><z)iii-^saM^=i- Ft--5m^^^icov>Ttt, :*:^1® (2) izmm 

[0 0 9 3] 

(2) m^*fett*t:#^WT;^i:1^-< h;57^::^i:®liii-a-SaM®^3^^^^-<^«lil 



3 8 
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:^mi<D (4) (7) izmm<D\^h^tm<^mM<i^ ^-±<Dtn,i^tr^ittfL 

K$:n-K-rs»^^S:II^L, (4) RZf (7) ICIB^® 

[0 0 9 4] 

■5=W • :^zf ' if • -rt/H-rjV • TiJT^^- ' Hr-^ ' i?'>rx>j?.(Pr c. Nat 

I.Acad. Sci. U.S.A.), 91, 9626 (1994)] „ 
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ja- ^ L a, ^ -//TMsiitfe4£!'*T > H'**>^;s. > I.- > H -fifc tfe ir *? li" & J: W^V^t^:ffi;fi^ 
^m^Wflli-rS3i:*'^"e^S [dp^>-9---^A>^ ni^---f Ay -fe^t:- (Cancer 
iBBunol., Immtmother.) , 42, 88 (1996)]. 
[0 0 9 5] 

«aHJIia<*lC^3K b T V^ S GD3 1 iNfMetltC^-^ A^oCDC^tt&mDCC^ffi^® M 

[0 0 9 6] 
[0 0 9 7] 



maE# 2000-3089903 



11-278291 

[0 0 9 8] 
[0 0 9 9] 

[0 10 0] 

i^m^izjzijm^jt&i^. mnm.Ai H^fe»;io/tg/kg~8«g/kgT**^„ 



4 1 
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[0 10 1] 
[0 10 21 

mmmi 

1 . mGD3V'?:^0i^KM641®VMJ^® T ^ >^ ^SH^©*?:^ 
#gl¥5-304989tC|gat$ tlT V>smGD3"7 xm#:KM641©H^VM^®^r ^ J 

:3tj/l/"f > 3? h (Sequences of Proteins of I rauno logical Interest), US D 
ept. Health and Human Services, 1991] ;a.tJf3|tfgLfe^GD3*7':7X^^KM641®H 

mBB^J®-i9A^e>-i»B*^. Lm^cov^T^±r^ y^ge^j®-2o*^e>-i#S3()^^i5 

[0 10 3] 

2. Mft<3?)#a;8f>i5^U:rS/KtCMi-Sj^-^?S1SCDSI^ (ELISA^S) 

2nBoi®#a^> ifV7iri/\^^iOfis(D a;!/ ^ h-f;i/:7:r:;^:7T^ zi U > 
(SIGMA^tiS) t.5/ig<Dm/y^'rU-}U (SIGMA^fcSS) i: Sr-^m-lCDai^ y 

-;i/"r#3|(bfc?§?g<D20i£tl^96'^x>n/(DELISAM®':/l/- h (Greinerfe^) <D 

jiMz^ti^en^^L. mnn. i%BSk^^ti?Bs mr, i%BSA-PBSi:^ia 

^Lfco iXBSA-PBS&ltT. ?^^««l*5^®^^±«^VMi3|figbfclihfb*n:«:® 
;i/^0.05%Tween20$:-g-t?PBS (Jg^T. Tween-PBSi:^fB-r <§>) 156BSA-PB 



4 2 
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SV1000miZ^WiVt:^^;V:t^iy^—^mm^^m\=i hlgCirmi^^m (Kirkeg 
aard & Perry Lab ratories^ig) ^-^Xtfti^immt LX. SO^Et l/i5^ai>n/T*iD^ 
, ^UXmmRJ^^ittdo iKJE&^. Tween-PBS"^gfc?f^=^, ABTS^jRae (2,2' -T 
-If X (3-a[i^;i/^ > U >-6-;^;i/ j}x r '^7 A OD0.55g?: XL 

V:^mW $:50/tl/'i7a:;i/-eiD;^T^^$-B:, 415nmOD®3fcM (JK^T, 0D415i:^ 
[0 10 4] 

. 1 ® 1 ^"ei^^ Lfe^GD3"=?''>Xjn:^KM641CDH^VM^®CDR® r ^ >^ ^ 

mm<D^-:r^ji'-zf (HSG i-iii) K^mi^. mk:, -e*ie>#'9-^^r;p-^^{c 

V-ijJV ' -iy^ l/X h (Sequences of Proteins of Innunological Interest), U 
S Dept. Health and Human Services, 1991] „ ^n^^MM^Sit. b: MCfeV^T 

lr>mGD3CDR#^«m^S:f^$if Sfc&lC, SgfflC^feoTttH h^#:CDH^VMJ^® 
3S!S®-9->r^r;i,-:/©^aaH3?r|(?)FR(?)T^ x'^BH^^JCD^*,, KM641<Z)H^VMJ^0D 

VM^©FR©r $ >^ ^BBa^rjtti?- i:M%l©VAffl|^ft LT v^t^.^ 
CO 1 0 5] 

I: h tftHR) H(RvM(eD#f-^^ yi^«>#tiaHSnG9 PROT? ^ msnt KMMi 0 hAvM 
Hsci Hscn Hscan 

62.n 66Jft 7a2K 
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CO 1 0 6] 

(hsg i~iv) \z^m\^. Mtc, >^#{c 

V-^Ii/ • UTk h (Sequences of Proteins of I nauno logical Interest), U 

S Dept. Health and Hiuan Services, 1991] „ :i'VHm.(OM'^iimWkiZVX. 

[0 10 7] 

«>FR<E>Tt / BSSPfe 

HSGl HSGB HSCm HSCMV 
76^ 60^ 62^ 67.SS 

[0 10 8] 

/ BftSB^JODM-^^filglcmGDav ^ Xtfi:«:KM641<Z>U^VMI^®CDR® T 5 ^ Mffi^J 

-hffiT^tf- b feMGDSCDR^ffim^ODH^VMiie© T^J ^SS^rjHV. ORX^immm 
(DT^ jmmmvi.Olt. ^iRtfeU hm<l^®FRODr^ y IgaB^JlC^tGDSvi/Xtn: 
^*;KM641©CDR©T^ yiftBB3^J<D»S:^«LfeBB^J*e&S*^ — JKfC, fc: hMCDR 
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m 

vmr^ jmmm<Dt>^. mmzmm^^^^ t^^^t\,^r ^ j m^m^^m 

bfco ^-r, JtSBT'^tfL/fcmGD3CDR5^i(fim^®HiiVMJ^®r^ >^^iB3nfHV.03t 
tJ^L^VMi^(Z)r^ ^Mmv.OJ: tJ^^m^*:VMJi^ (JgAT, HVOLVOii^ga-r 

J^ei®f^S3{CttV:7 hi^jcTAbM (Oxford Molecular:^ig) , H^7t=Bi3t®^3^ 
lCtty:7 h^^aiTPro-Explore (Oxford Molecular^fcSg) S:M V^T-etl-6tl^# 

®^ffi^reSJCtJ!V\ 4fofeo ^fc, ^GD3V't7>^ta^KM641®VMI^C?)^rj>C7C«l 
jt^ni/troL-^^-^T^^l/^l^^lCbTll^Ljfeo MfC, HVOLVOCDHim&tJfLi^V 

O V ^ T lR7jfe, MGDS-y' X m^*:KM641 <Z)^B ^ ^ firfi {C M tl -5 ^S^vSil L/ T 

^ >^mBB3^*^e>^-5^r>Jc^«5t^7=;i/?:l^#tcbT«^L,, *!:GD3v:7xm^KM6 

41. HV0LV0:aUJ^^^®VMJ!ig®^?^5r#i^S:Jtti^bfe. ^<Z)j^^, HVOLVOODFR 

^3^«5:vt7xm#KM64ijcMe>ti'5r^ >'^^«^Bjc^LfeM^, ee^j##9c 

at-rjn;GD3CDR#«m^®HMVMi^® T ^ 7 ^B2^JhKM641H^tJfgiJ^J#-^10{Ca^-r 
^GD3CDR#«|*i:«:®U^V|iJeg?<DT^ ^ ^iB3^JliKM641L$:^tf bfc„ hEM641HK:feV> 
Ttt, HV.O®FR<Z)T^ ygftSB^CDtfT, 10#g<©Gly. ll#BODLeu. 20#@0DLe 
«U 28SB(DThr, 84#S®Asn, 91#g<Z)Thr, 95#gODTyr, 97#@CDAla, 115 
# g ®Val S: ^ ti^n. mGD3 -=7 :^m#:KM641®H^VMJ^®ffi^-r S^iStCK & 
tl&T^ yggJ^^T^SAsp, Phe, VaU Ala, Arg, Ser, Phe, Thr, LeulCgil 
b:feo hKM641UCfeV>Tti. LV.OCDFR^T ^ ^ ^BB^JCOcfJ-T, 49#aODTyr, 65# 
gCDSer, TlSS^Phe^^tl-^'tl, mGD3Vt7X*ii#:KM641©L^VM^^®*B^t--5 
fi^«lCMe>tl-5T^ ym^^T'&STyr, Ser, Phe{cgilL:^o 
[0 10 9] 

( 2 ) mGD3CDRSi^*|*rt^® Hi^VMJie n - K^T S cDNA® «||| 



4 5 



ffilE# 2000-3089903 



11—278291 

i 



*-f, ^tf-Lfcr ^ jmmm\z.mn^^ i tcia^®^GD3x"^x^^KM64i©H 

J/X->e-:/-:^n7^>f >X-:t:/->r Ay n2^?!j;i/->f>^ h (Sequences of Pro 
teins of Iraunological Interest), US Dept. Health and Hiuan Services, 19 

91]$:#Mb, >tvfj;ci;-t-5»^^-zi K>$:S^SL:fe„ ^^LfcM^^n K>$:l?IJf 

ffLfcigaiB^J$:5*^^M*^p>^l00ig»-roff-62fi:(Z>J^Sig^Jlc^t:t (81^-^^) 

S:-fe>XM, T>^-fe>:^^®^H©JliaT?emDNA-^^*8 (380A, Applied Biosy 
stems^t$g) $:fflV>T-&J^Lfeo 
[0 110] 

UlSlcti, BB>?lI##ll*^e>BB^J#-^16®6:*:®-^^DNA$:-a-^L/:t„ #DNA$:«: 

j|^|gS«^o.i/tMfc;&s^ic50/tia>io«Mh i;>?.-ifeii (phs.s) . 50«MiSfl::)jj i; ^7 

A, 1.5«Mia'ffc-7^^:^^$/^7A. 0.00lX-^^^>. 200/tM dNTPs. O.SittM MIS pri« 
er RV (SM^tttS?) . 0.5 /tM MIS primer M4 :S:tJf2#fil®TaKaRa 
Taq DNA polymerase (S?gjt*fci^) J: U 5&Sjjiffi?gtlCin^> 50 l(?)ig;?ti|-eMV> 
. DNA-9— (PJ480, PERKIN ELMER^fciS) IC-fe-yhU, 94t:iCT2 

^QIAquick PGR Purification Kit (QIAGENttS?) V>T^^®^M^WSJC 
=86V\ mn^. S0/tl®10mMh'J;^.-J^^ (PH7.5) , lOmH^^t-^ ^ :^ i/ ^ J^j^m 

■M DTT*>e> fifes jg«?Ri:b, Miziom&(Dmmmmmi i^mmnm) ^m^x 

S7r:t?lltlSMlS$-&fco mRftWL^:J^^ y -/Vtkmi^^ 10/t l®50«Mh U X-m 
m (pH7.5) . 100»M|gt'fb-:M- U ^'A> lOu^mt-^ ^ ^ 1«M DTT, 100 /tg/ 
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I 

M^^MIZX^ML. QIAquick Gel Extraction Kit (QIAGEN^ig) SrffiV^T^ 

M<DMmWzm\i\ *?J0.44kbCDApaI-NotIWi;^S:J!S«r0.2^glgIJRLfc„ 
[0 111] 

^klZ. KpBluescript SK(-) (Stratagene^±fg) (D3 u, 10 fi I <7)10mH 

hv:7.-m.m (pH7.5) . iommit'^if:^i/^j^RmmA mjij^^m^mmwuzia 

- WiBLf^m^:i^^ J -/lyfiuSStV. lOi^ 1<Z)50«M h U X-^ift (pH7.5) . lOOmMife^t: 

±hV^J^. 10m!i^^t'^^:^t/yyj^, ImM DTT, lOOytig/mlBSAjJttJ^O.Ol^ h h 

yx-iooi)^hm^^mmKMx.. j5icio#^©Mis^^Noti (ss^t^tis) ^ua 
^xs7x:xmmR}^^-^r:L. mRmm^rnfu-y^^fflym^mmizxi^mv. q 

lAquick Gel Extraction Kit (QIAGEN^t??) V%T^#®mW^tceJ!v^, »&2. 
95kb® Apal-Notim/t $:*&2 fi eMm. V tc. 
[0 112] 

Jlia-e#e>tbfcmGI)3CDR^ttmf*J®H#lVMJ!S©PCRM^®ApaI-NotIWf;T' 
O.lAgiiy^X^ KpBluescript SK(-)(Z)ApaI-NotlWT>ro.littgS:^*20/t ICDJS 
®*tCiDA. Ready-To-Go T4 DNA Ligase (Phar«acia^fc$g) $:MVNT3*ML/feo 
r®«llCLT#e>tl7^«[iJlx.>^^>?.^ KDNA^^^$:Mv^T:^J©SHB10mS:?^KK 
^bfco ?^MeiSI«f;©10<H<Z>^' □-><!; KDNASrlHSgU AutoRead 

Sequencing Kit (PharBacia^tSS) lC|^#®fi9l^lCS!o TMiS^, A.L.F, DNA 
Sequencer (Pharmacia^fc$?) {CJ:y«^»JJb, Ife^iB^SSt^bfcj^:^, gfl^ 

(Dm.rnm^i-km't^miiz^x^ttLzf'^:^^ FphKM64iH$:#fc„ 

[0 113] 

( 3 ) mGD3CDR#«[^#:0DLi|VMJ|? 5: 3 - K^T -5 cDNA® 

^i6Mi®3^ (1) xm^\^rc.mQx>zzTmmmiif>(Dimym.m<Dr ^ jwmn 

hKM641L 5: n - K -r S cDNA H^VfiJIc i: 1^=^ IC PCR^ S:MV%TJgi^T®#JCLT mm 

Lfeo -fab. :^^^^Ji/y:^;l/ee^Ji:LTtt> ffi^js#2{cia^cDmGD3v>xm^KM 
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^-f, fB^J#-^177b^ejgH^J##22(D6;*:®'^^DNA$:ei&DNA-^^*i (380A, App 
lied Biosystems^fclg) $:MV%T-^^^Lfeo ■&^bit^DNAS:«^^^S*^0.1/[iMil 
tjt&mz5Qfil<D10mSihV (PH8.3) , SOmUmtitJ V ^ 2^. l.SmMifefbV^ 

0.001%-e^^>. 200yttM dNTPs, 0.5/iH M13 primer RV (^Ssttb^ 
) . 0.5 A M MIS primer M4 (SrSit^tiS) :&t?2#^®TaKaRa Taq DNA polymera 

se (SMj^aig) Juvrjt^mmwuzia:^. 50^tl©i^;^fi•eliv^, DNA-!J--v;v-9->r 

(PJ480. PERKIN ELMERttSg) iC-fe^yhL, 94r;{CT2^ia, 55TCCT2dS' 
^, 72TClCT24)-^(Z>-9->r ^^>n/$:30-9->f ^r;i,fTofe„ ^j^fS^^t^QIAquick PGR Pu 
rification Kit (QIAGEN^t^) V^Tl^#(^)^M^^S^CSev^, mm^> 30 fi 
iCDSOmMhUX-ia^ (pH7.5) , lOOmMi^^fc-M- U ^/Ja, 10mM|fe^I:*T ^i^:^ i/*:? A, 
ImM DramOO^g/mlBSA3b>e>^Sjg«IKi:b, MlClOm^^MIS^aEcoRI 
T@3t^fcSi) JttJf^lSffi^mSplI (SM5tttiS) S:j!jnAT37t:T'miS;RlSS*fc. 
m!S.fii'W.^ritfU-:^^JVmm.%miZX-^mV. QIAqulck Cel Extraction Kit 
(QIAGEN^fcig) S:MV>T?^#®giW#{CtJeVA, ^0.39kb®EcoRI-SplI||r;t 5:^0. 
2/ttgiaJRLfco 

[0 114] 

^fC, #^5|2.io-257893lcaa«©^^X^ FpBSLS^S/tg^rlO At l(D50mM h U X- 
iSSI (PH7.5) , lOOmUmt^ h V ^ J^. lOmH^it-T ^ :^ i/ ^ 2^. 1«M DTTiSttJ^lOO 
ittg/mlBSA3f)^^^Sig®|^i^Ci^;t, 3gtClO#&®®IISS^^EcoRI (S?@3t*fciS) 
rJfffiflS^mSplI (StB5t*fci5[) S:iII^T37iCT*lltlSSf&S-fefc. ^iRfS:?«[S:T 
:j5fn-X>!f;i'm^^i*tCT:$)'Hb. QIAquick Gel Extraction Kit (QIAGENttSg 
) S:MV^T^f^®^9i^^C^^!V^, 38&2.95kb(Z)EcoRI-SplIBT;iS:^&2/*gIllJRL/feo 
[0 115] 

^ IC, JtSB"e=^ tlfe*rtGD3CDR#*iM^(DL^VM^^®PCRMife®EcoRI-Spl I »i 
>Tr0.lAtgi:-/^X^ FpBSL3©EcoRI-SplI|^;i0.lAtgS:^a20At lCDj^®}?KtC*II^ 
, Ready-To-Go T4 DNA Ligase (Phar«acia:a:$g) S:MV^T3^^b^„ ZKD^lCU 

T#e>tifejffiiii^:/^x^ KDNA?§?^[S:Mv^T:A:©®HBlOl^*&?^««mb7to m 

M^^^(Dl0m<O n - > J; »J #y ^ ^ KDNA$:||||g AutoRead Sequencing 
Kit (PharmaciatiSg) iZW^fi(DWLmmiZ'^^XRf^^. A.L.F. DNA Sequencer 
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» 

^JS:WrS02C^Lfcy^>^^ KphKM641L$:=^7^„ 
[0 116] 

mGD3cmmmmi*i(DmiSE.mm^^vmmznf3t^t:imz^ cos-t^jbs (atcc cr 

L1651) $:M^^TmGD3CDR#ffim#:®-Jgtt^^$:J^AT®^^CLT^fJ&o7^. 
( 1 ) irLGD3^;< ^*a;#KM871®— ^ -pT641(D^ii 

tniCDS^TJJl ^*t#KM871CD— jg1S^3K^^y ^r-pT641$:J6i^T®)^JC LT«^ 
[0 117] 

*^lgv^z:i:}6^#x.e>t^fco ^r-C#^^10-257893{C8S«(Z)m:«'>^*y KGM2 

^*t;^KM966®— 3H4^3^/<^ ^ -pT796i:# ^5p5-304989lCia«©mGD3'^ 
•i7XmftiKM641®ffi^VMJ^S:^-r-5 KpKM641HFl^tt;fMGD3"=<'^7:;;m#:KM6 
41®L^VM^«:^"rS:/^X^ KpKM641LA2S:MV^T*^tGD3^7l ^*n:-ffcKM871®— 

[0 118] 

* -r, #il¥5-304989lC|a^®Si:GD3V ^ :7.^^|;KM64lODL^V|RJ!i? ^T^t^T S 
^ KpKM641LA2(Z)3^g&10itt iCDlOaM h U >?>-|Sift (pH7.5) , SOmMi^^fcr^ h U 
A. io«M|&fl;vdr:t^i/'?A:Rm«M DTT*>P>^-5jig«?«ttCin;^, Mlcio^-fit^M 
KP^Hindiii (^?@Jt?±S?) S:inx.T37iC-ei^^R/S$-&fco M;K/S?K§:a:^r 
y -J^ikSStV. lO/tt 1®50«M h U (PH7.5) , lOOmMig'fk:^ h V ^7 A, 10«M 

*gftvif:^s/'i7A^rjfi«M D'nis^f,^?>mmmzija^. Miziom&.<DmmmmEco 

Ri (Stgjt^Si) $:in;tT37iCT-i^^MjS$-&feo m^fiS.m^riifU'-y^Jfjv 

MM^WjlZX^mV. QIAquick Gel Extraction Kit (QIAGEN^fci?) S:ffiV%T^ 

ii<DmmWiZm\ *!;0.35kb<Z)HindIII-EcoRI||T>tS:*?l0.2/tgiaiRL7£:o 
[0 119] 
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^^m^^-9—pT796(D3fiLe^lOfil(D50miihV7.-mM (pH7.5) . 100mM^&^b•:^ 
KUe^A, 10mMi®>fbV'9'*i/'i?A, IbM DTTSlU^ 100 /tig/a lBSA*^e>^ Sjg^tSlC 

)&nx.> xicio#&(Z)S!i^s*EcoRi i^mm±m) j^xfmmmmspii i^mm.n 

^mV. QIAquick Gel Extraction Kit (QIAGEN^fcig) V^T^f^CZ)|^ire#^C 
^\,\ j^9.20kbCDEcoRI-SpllWT;i^j|&2AiglHlJlXUfeo 
[0 12 0] 

Atrgg&DNA-^J^tS (380A, Applied Biosystems^tSS) ?:MV^T■^^bfco #e>tl 

:fe-&^DNA®o.3ittg"roS:i5Ai®iSS>!Ktciu;t. 65ic-e54)-I^j&DlS6bfeo mRJ^ 

m^^uizxso^mmmvtc^. 2fii(DiommmwL (5oo■lMh'Jx-^s^ (pH7.6 

) , lOOmMJ&'fbV^^i/'i/i^., SObMDTT) i:2/i l©10mMATP$:in^, JglC10#^(Z)T 
4 Polynucleotide Kinase ^M^X37X:X30-5^mRl^^'&. 5*5^ 

[0 12 1] 

r^lC. ±mxm^tlt:L':f'y>^S. KpKM641LA2ft5|5©HindIII-EcoRI»T;t0.1/tgi: 
Zf^y^^ KpT796a5f5®EcoRI-SplI|^;t0.1/tgi:U >^>fb-^^DNA0.05/igS:^*2 
OfiKDMMTi^l^M^. Ready-To-Go T4 DNA Ligase (Pharaaciatfcjg) S:MV>TM 
j^bfco 3®^K:LT#e>tifc}fflijlA:/^:^^ KDNAi§«[S:Mv>T:^lg||HBiOi*fc 

^mn^^h. 03 iC^L/fcy^X^ KpT796H641L&#fc„ #e>ti:fe:3^^:^ ^ K 
0D10Ag$:MV^, AutoRead Sequencing Kit (Pharmacia^±$g) lC^fd"<Z)^W#tC 
^-dXRI^^. A.L.F. DNA Sequencer (Phar«acia^t$g) iCi: yS^ScIftb. ^ 
SBBM^SSt^bfej^ll. Be5CDDNA:ie«i^n-->i^Stvfc:^^:^^ K*^#btifc 

[0 12 2] 

^iZ. KpBluescript SK(-) (Stratagenet±$SJ) <Z)3ittg^l0/tt l®10mM 

hVT^-mSt (PH7.5) . SO-Mlg-fb-M- U 10«Mig^b^i^:^^ t/'? A, 1«M DTT 

jgLmoo/iewskij^^m^mmmzM^. 35icio#(a®®iis®i^xbai (SMJt*fc 
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vmm^ h V 'i^A (PH5.0) , lOOmMjtg^fb:^ h U li^mmM^RX)^5%^^ V ± 

U-A^iJ^^m^mmWLiZmA. MlZ30m^(DmMBM^vmg Bean Nuclease (^|@ 
it*tiS) S:iII^T25lC^15^K^|^;$-e:7L. M^HSStSroc^ 7 
l®10BMh>;:^-|fe^ (pH7.5) , 10«M|&ffcV^*e/'i7A^tmiiM DTT;b>e>^S^« 
MlCin;!, 3?{C10#&CDMRS^^ApaI (S?Sigt±^) $:iO^T37-CT'l^|^MJS 
S-&fco MMlSM$:T;^n-:7.^f;i/S^^iJiCT4)-HL. QIAquick Gel Extract 
Ion Kit (QIAGEN^fcSg) Srffi V^T^#<^)m^l!#^C^^^V^, jJi&2.95kb(Z) Blunt end-Apa 

[0 12 3] 

rj^CC t:/'^^^.^ KpKM641HFl©3/tgS:10ittlCD50BMh U J^-lfe^ (pH7.5) , 100a 

K:io#fi:®MIS»mEcoRi (SjgJtifci?) S:iiiAT37TC-ei^im^^&§-e:fco 

/SIR&^i^y — ;i/tfcg?L, DNA Blunting Kit (^M5t?±§§) S:Mv>, MIS^^M 
. 10fil<D10mKhV:^-m.m (PH7.5) , 10«Mii[^fcVi^:^i S/":? A^&OflnM DTT;{)>e>^ 

iSMiss-frfc. i^Ri^WL^yifu-i^^/im^^mvix^mv. ququick cei e 

xtraction Kit (QIAGEN^S?) V^T^^fd•(^)mW«^C^^gV^. *!j0.44kb®Blunt e 
nd-Apal ||r>t *«;0 . 2 /ct giajR b o 
[0 12 4] 

^tC, _hlB"e#5>tlfcy^:^^ KpBluescript SK(-)ODBlunt end-ApalWr/J-Q.l 
/igtzf^::^^ KpKM641HFl<^)Blunt end-ApaIJ|r;i 0. 1 iCt g$:^«20 /t 1(Z)^@;(K{C 
An;!, Ready-To-Go T4 DNA Ligase (Phar«acia|t|g) V>T^3g Ufco 3.0D^ 
lcUT^^ti;feffiij|;t:/^:;^^ KDNA^«t&ffiv%T:^lill|HBl0l|5ftS:3^ja«Slb, 
04lCmLife:^^X^ KpBS641HS:#;fc„ 
[0 12 5] 

±|3T#^tlfe:^^::^$ KpT796H641L®3/igS:10itt l(3[>10BMh y >^-:S|| 
(PH7.5) , 10BM|gfb"=7'y:^>>i>A^tm»M DTT;^)^P>^Sjig«?e^CiDA, J€lC10# 
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3:^/-;i/tfcML/. 10/tilCD50mMh U X-J^^ (pH7.5) , lOOmMlfe'fbTM- U "^A, 
10«M|g'ffc-7y:^S/'i7A, laM DTT, lOOitig/mlBSA^ttJfO.01% h ^>r h >X-100*^e> 

mmRm^'&r^. m^j^m^r:^'u-7.¥jinm.^mizx^mL. Ququick cei 

Extraction Kit (QIAGEN^±$g) ^^T^#©ii^S^C^^!v^, ^!&9.16kb®ApaI- 
Notl Wr/i . 2 itt giaJR b fco 
[0 12 6] 

ikiZ^ _tiEl?#e>tlfc:/^X^ KpBS641H®3/tgS:10Al<O10iiMh UX-i^^ (p 

H7.5) , lomm^-^if^iy^ J^jst.x:^im}i miii)^hm^mmmzm^> Mizio^^ 

*y-;b«fcKL/, 10 ft I a>50mKhVy(.-^m (pH7.5) , 100■M^g^^:':^ h V A, 10 

BM^'ft:v^:^^^A, ImM DTT, lOO/ig/miBSA^tJfO.OlX h ^^T b >X-100*^eJ^ 

s^»?Kicijn;^. 3£icio#^®®is#jgNoti (SM5t^t5g) ^m^xsi-cxm 

KMlSS-erfe. ^SlSI«[5:r;?fn-;^^f>«/«^^S&fCT:0iSU QiAquick Gel e 
xtraction Kit (QIAGEN^tSS) $:ffiV^T^#®MW^^C^^ev^, j!&0.44kbODApaI-No 

tim;ir^J^2;eigIllJRbfco 
[0 12 7] 

^JCJC, ±mxn^tl^Z/^y^^ KpT796H641La5l5®ApaI-NotI»i>t0.lAtgi:^ 
^>^.^ KpBS641Hft3j^(Z)ApaI-NotI»r>t0.1/ttgS:^*20itt l(Z)|g®>?KlCi0^, Ready 
-To-Go T4 DNA Ligase (Pharmaciatt^) ^m^^XmUVt^. ZLCDmiZhX^^ 

tifcffiiijt::^^:^^ }^mmmi:m^^xi^mmBiom^mm.mmL. m^izmv 

KpT64iS:#:fe, 

±mmmmi(D4m (d T-^^ti^tmGDs^^^^m^-igttfg^^^^j'-pTe 

41^|lifeMlCD3^ (2) ^tJf (3) Xm^nt^-:^^:^^. KphKM641H^tJfphKM64 
lLS:fl|V%TmGD3CDR#«tm^®— ^ - $:JB<T©^IC LT«l^bfc. 
[0 12 8] 

^•r, IIMM1®3]^ (2) T'#e5ti;ty^>^^ KphKM641H©3iag$:10Atl®l 
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omn\^v:x,-^m (pH7.5) , iommit'7^:^i^tyi:7j^RmmYi DTifj^^ ^^mmmiz 

fee MH/SM$:J:^?y-;i/tfcMb. 10ittl©50«Mh UX-|g^ (pH7.5) . lOOmMig 
it-f-hVK/J^. lOnMiSftV^^S/i^A, ImM DTT, lOOiBg/mlBSA^tOfCOlX h ^>f 

^>x-loo*^e>^s^«?!K^c}&IIA, 3icio#&©MK^mNoti 

, QIAquick Gel Extraction Kit (QIAGENtti^) S:ffi^^T^#®m^ll^C^^V^, 
*&0.44kb® Apal-NotlWi;^^ j|i&0.2 /igEJR L fe. 
[0 12 9] 

^S^IC. mMmi<D4m. (D "T?#e>ti:ty^X$ KpT641(D3^g$:10/il©10iiM 
hVX-ig^ (pH7.5) , 10m}imt'^^:^tyK7A&mm!i D-nij^^m^mmmKHa 
A, 3SK:iO#fi:©MIS^mApaI (^i@it*tig) S:itI;tT37'CT'l^^jKlSS-&fc 
o ^iKlSM^a:^ry-;i/tfc®b, 10^ 1©50«M h U >^-Jt&^ (pH7.5) . lOOmMigfb 
tJ-hy^^A, 10mMi&>ffcVi^*:^.i/':7A, ImM DTT, 100 At g/mlBSAjSt 1)^0.0 1% h h 

>x-loo:^)^p>^ejg«?g^ciII^, 3iicio#fi^©Mis^i^Noti (SMit^iS) 

lAquick Gel Extraction Kit (QIAGEN*fc$g) S:fflV>T|^#CDSi^||{Cf^VA, $&9. 
16kb® ApaI-NotI»T;t ^m2fi gElJR L feo 
[0 13 0] 

^*:tC, Jtia*^#e>tlfc:/^:^^ KphKM641HS5feCDApaI-NotIWT>i0.1)ttgi::^^ 
KpT641ft3I5<^)ApaI-NotIWT;t0.1/^gS:^a20Al®MS*tCAII;5t, Ready-To- 
Go T4 DNA Ligase (Pharmacia^$g) $:Mv^T»^L:to Zl^D^miC bT#?>tl,fe 

mmK-zT^:;^^ FDumwL^m^'^xi^mmBRiom^mn^mi^. aeicatufc^ 

KpT641HCDRS:#fc, 
[0 13 1] 

^MM1©3;^ (3) T#e>tl7^>^^X^ KphKM641L©3ittgS:10Al®5 
OaMhUX-Jtg^ (PH7.5) , lOOaMmfc-^- h U A, lOmMjS'fbV^^:^?. J/^? A, ImM 
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RmWi.^7iSn-^^;vm^%WHZX6^mi^. QIAquick Gel Extraction Kit (Q 
[0 13 2] 

y^'^X^ KpT641HCDR©3AgS:10it4 l<J[)50mMh U X-Jfe^ (pH7.5) , 100aHm.it^ 

^mV. QIAquick Gel Extraction Kit (QIAGEN^M) $:MV^T^^®^^#IC 
^tl'^ncDzf^y^^ KS3l5®$?;9.20kb®EcoRI-SplI»T;i $:*?j2ittg'roiajR 

[0 13 3] 

±IBT'#e>tlfc:/^>^.^ FphKM641La3fl®EcoRI-Splim;i0.lAtgi:y^ 
^ KpT64ia3feCDEcoRI-SplI»T;tO. 1 n g$:^*20 n \<OWM:^\z1BX. Ready-To 
-Go T4 DNA Ligase (Pharmacia^fcSg) 5:MV^T3*ilSLfeo ±MXnht\.tc 
Zfyy.^ KphKM641Lfi3(5©EcoRI-SpIIiT-^0.1yttgi:^^X^ KpT641HCDRft5f5(Z)E 
coRI-SplIWT>i0.1/tg«:^»20/tl©^M:?KlCin±, Ready-To-Go T4 DNA Ligase 
(Pharmacia^tii) VATjtj^Lfco r ©^^tC LT#e>tlfe-e*l^4x®jffiSI;t 
KDNAt§?i|[S:Mv>r:^l©llHBlOl^*$:?^jg«g|b, 07lCatbfey^x^ 
KpT641LCDR^ tJf PT641HLCDR ^mtc 
[0 13 4] 

( 3 ) mGD3# ^tn:#:3tt5^GD3CDR3^ajn:^j£<Z)i&ifeilHJI|g S:M V> fe-jgi4B3^lC 

±iaiiJgMi®4]^ (1) (2) T^»ejtifemGD3^^^m#:cD-jgttf§ 

3^^^^ 3? ~pT641, ^GD3CDR#ite*n:^!iii<^— ^ -pT641HLCDR:5:t)^V ^7 
::^*rt;<*i^li hMCDR^«[irLf*c®V|g^S:*t-smGD3yN>f Ktaft^^-iStt^ 
3^/<^ ^ ~pT641HCDR> pT641LGDRS:M V>Tjn:ft:©— jStt^3SSrJBi^T®SllC L/T^f 
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[0 13 5] 

C0S-7*|5Jlig (ATCC CRL1651) ^iXlO^mmMVe^ 3L)\/Zf U- h (Falcon^t$g 
) iZ2ml-r-0^mV. SlVr—mmmbt^o 100/il©OPTI-MEM^;^ (GIBCO BRL?± 
W iZ^^m^^ ^-<D2/ig^M^. MlClOO/KlOOPTI-MEM^^JlClO/tlCDLIPOF 
ECTAMINE Reagent (GIBCO BRL^tig) Sr^iBbfctgMSrlW;^. mUX^AO^mS.m 

U-mmm (GIBCO BRL^tS?) X'ZmmiW^^. ^^^$:^tf^?RtC0.8»10DOPTI-ME 

m^^mMLtz^mm^M^. 37x:x*7mmmm^. mm^m^h. 2micDioxFBs 

^-^tlDimmn (GIBCO BRL^tSg) &^iDb. 37t:T?^#bfc, #^3^/<i^ ^ -® 

i(D2mizmm(DELiskmiz^ijmm±m^(DmGD3\i himi^<oGj)s (dia-iatron 
nm) izM-t^m^m^^. (4) {C3xt-ELisA^ic<fc»j^iijtiftji®MGD3 

mm) it. -'M^^m^^^'-pT64iizmm'r^mGj)3^:fi^miiitmtm^0t^ 

—:fj. — 3gffi^3^^i^i?-pT641LCDRtC63f5t--5tn:GD3/\-f ^ 
y »y K*n:f*c (H^VM^*^=3r^^m#:S5f^T% L^VM^^^fc: hMCDR^;tetit-«:S3^ 
) tt. *ri:GD3^^^m«t{cjt^$&50%®3S^?S14S:ab;to 5£lc. -iStt^^^'^^ 
* ~PT641HLCDR{C &3f5i-S*»tGD3CDRt^ffi[m^(cT'tt. trLGD3=3|r ^ ^m«tlC Jt/^*&5% 

[0 13 6] 

mGD3CDR^ffim^-^tt. ^®i^#?Stt*^lFU<<BTUTL^^ri:, ^fe, -e® 
M^ditc^SA^^S-^^t^iggStifeo ^z:t% HJiMicDS]^ (1) T^tfb 
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[0 13 7] 

•^^muhifsG (r -chain) ui^ m^&m^m^m^m) ^PBsx*4oom^m 

L^¥^WL<D50 fi 1^96^ 3^ /I (;)ELlSkm<DzfU-h (Greiner^hjg) (D^^^uJUZ 
-eiD;t, ^MTl^raM^5S-&T^#-rs?Stt«Sryn -/tJ' Lfe. lXBSA-PBSS:^t 

X. mmmi<D4m (3) X'm^tit:z-rgijt^mmm±mm\i^mmvr^mGD3 

^^^m«cKM871®#8l#«??K&50ittl/'>ai>n/-eiBA> ^M*ei^l^M/S$-&fco 

#'?a:;i/$:Tween-PBS-e?5fctt^, 5> tJ^-if X^t: h k L 

mmi^ (ZymedttSg) $:PBST'500^#3g? L;t^M=&50^ l/^^ai;!/^^^;^, ^MT'l 
^^;R/*$-^feo Rf^^. ^^3Ljb^lmeen-PBSXmW^^. ABTSSMSI [2,2* T 

y tr:^(3-ai5^;i//<>i/^rv^y >-6-x;i/3jx>^)ziT::/^-i>A®o.55gS:iL® 
0.1Mira:>^^®«t (PH4.2) IC^^L, ■ggMttttf fCig^ffc;7K^$:l At 
5:50 /t l/'^ai;i/T'iC^T|g-feS-&> 0D415S:M^ Ufeo 
[0 13 8] 

1 © 3 :^ ( 1 ) T'^ff b fcmGD3CDR^^i[m^®U^VMJ^® T ^ >^ 
a - K -r S cDNACD^il 

ygft^SSrl^^bfco -e^fe:^. SB3?a#-^10{C:^bfc*n:GD3CDR^«Ja^<Z)L 
^VM^®r^ >'SiBB3^jT?^-5hKM641L<D7SS®Ser, 8#@®Pro, 12#S®Ser 
. 41#g®Gly, 44#@(Z)Pro, 72#a®Thr, 77#g(DSer, 83#g<Z)Phe, 87# 

^ J S^^^^^Jg-r S 3 IC J: U , iSilTOSaj®® Qfc^tn:GD3GDR^*l*a;^®Li^V 
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m^^Wt^Vtcio W^. hKM641NLlCfeV>T»hKM641Lr^ >^^BB3«J®0-^, 8#B 
©ProSrAla, 12#B©Ser$:Pro, 44#g©ProS:VaU 87# @ ©Tyr^rPhetC, hKM6 
41LB-llCfcV%TtthKM641Lr^ y ^iB^J®e)'^> 7#Sa>Ser$:Thr, 8#SOPro$: 
Ala, 12#B(DSer$:ProlC, hKM641L■-4^C;feV^T^ihKM641LT^ y^ffia^J^-^t), 
87# S CDTyr SrPhetC, hKM641L«-6lC ;fe V>T »hKM641LT ^ J ^BB^J® t>, 41# 
S®Gly$:Asp, 44#gODPro$:VaUc, hKM641Lm-7lC^ V^T lihKM641LT 5 ^ ^IH 
^J®^t), 72#ga)ThrS:Ser, 77#g®SerS:Asn, 83#a®Phe$:IlelC, hKM641 
L■-8^C;feV^T^ihKM641Lr^ y^lB^©^)"^, 77#B(Z)SerS:AsnK:, hKM641U-9 
lCfeV^T«hKM641LT^ >^^Be^J®^t), 83#S<DPheS:Ile, 87#@(Z)TyrS:Phe 
IC, hKl!641L«-69lCj3V>TtthKM641LT^ y'^Bfi^J®^-^. 41#g ®Gly5:Asp, 44 
#a©Pro$:Val, 83#BCDPhe$:Ile, 87#gC?)TyrS:PheK:-e4l^tl^^Lfco CI 
tl e> ®Ci5 b fcL^VMJUc® e> hKM641NL t. hKM641Lii-69 S: KK 6SI3S®giC^ b fcL 
^VMJ|5$::3- K•rScDNAttPCR^g&MV^fc^M^A^g^C J: U JKT®«lC UTfilil 
L:fec fiP*>, ^MS:#A-r'5^®T>5^-fe>:^^:stt)f-fe>:^^®DNA^^>fT- 
$:gi&DNA-&^«8 (380A, Applied Biosyste«s%tig) SrM V^T-^J^b, 
KphKM641LOlng5:^Mi:bT*^j|^tga!0.5ittM®M13 Pri«er RV (^SJttfcii) il 
T>5^t>:?^^DNA:/^>fV-3tmi3 Priaer M4 (^jgjt*t55l) il-feVJ^^DNA 
::^^-f•T-^MV^Tl|-PCR$:||i6#!Il ®3]^ (2) lC|2«®^^CeJ!oTffo 
fe. ^#iR/SMS:QIAquick PGR Purification Kit (QIAGEN^fcig) S:MV^T^# 

<Dmmmcm\ 20Ai©io«Mhu:^-^fi& (ph8.o) -e?§ffi, 

ffi?«[©5ittl&fflV%Tl|-PCR$:mgMl©33S (2) (C|B«®;&^felCtJ&oTff o 
7^o ^M^S^K^QIAquick PGR Purification Kit (QIAGENttSS) SrMV>T^#CD 
mreillC|gev%, 30Atl®50«Mh UX-ifegg (pH7.5) , 100«Mife<t"^ h U 

A, io«Mia'ffcTy:^^$/'^A, IBM DTT:a.mooAg/■lBSA*^e>^sjg«^^ti:b, m 
icio#fi®Mi5g^^EcoRi (^MJi^tss) SLtjf^issjmspii i^mm^m^ srin 

^T37'CT'l^^;KjS$-&feo ^MfS«t$:TA*n~X>^;i/m^^l&JCT^WL. Q 
lAquick Gel Extraction Kit (QIAGEN?±Sg) V>T^#®gi^#lCtiev>, Si&O. 
39kb®Ec RI-SpllWT;ir^*!»0.2/ttgiajRbfe„ 
[0 13 9] 
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-SpUmJiOAfietmmmKDSm (S) 'r#e>tLfcy^;^^ KpBSLSODEcoRI-Sp 
im)i0.1/ig^^M20/il(Dm^7i(^lZM^> Ready-To-Go T4 DNA Ligase (Pharma 
ciatfc^) SrMV^Tj^jgUfc, 30^1C LT#e)tlfcMifl;t:;^^>^ ^ KDNA|§?«^ 

FDNA$:i||gL/. AutoRead Sequencing Kit (Pharmaciatti?) iZ^UcDM^ 
HKl^oTiRtS;^, A.L.F. DNA Sequencer (Phar«acia:a:§?) IC .k U «^QcS& L/ 
Tig^SB^JSr^^b, Be9®gJc^3{)^J6$tifccDNAS:;ftsy^>^^ KS:=^fco 
[0 14 0] 

*#:S9lCtt, T>^-fe>J^^DNA>^^-fV-^bT@H3«J##25®-^^DNA, -fe > 
::^#lDNA::/'^>f "7- i: bTg2^J«-^26<D-a-^DNAS:M V^TJtla<^)--*®Slf^S:fTV^ 
. IB^«#27K:^Lfc|gSBB^iS:%-te:/^>?.$ KpliKM641L«-lS::^fc„ ^fc, 

[0 14 1] 

OlCa^L/fci&^B2^JS:^t-S^^X^ KphKM641Ln-4$:#;to * 7b> SB3«J##30lC 
tt, Ml^SSfi^J^'^zi- T ^ y ^BB^Jl?fe^hKM641LB-4S:#iB Lfe„ 

T > :^mOMzf^ >r V - i: b TBB3^##31<Z)-^^DNA, -fe > >?.(^DNA:f ^ 

'T'^-i: bTBB^##32®-a'J*DNAS:MV^TJlfB®-'7S®^f^S:ff ffi^J##3 
3}Ca^L,feig^gB^S:^'^S:/^X^ KphKM641L«-6S:#fe„ * fe, gH^J##33lC 
it. MiaSSB^J*^ i3-F-rST^>^ mBB3^J-e S hKM641L«-6 ^ mm b 
[0 14 2] 

>r^-i: bTaB3»J##35(Z>-a-^DNASrfl|VNT_hfB®— ^©filf^Sr^f V^, @B3^J##3 
6{C:^bfei^M^J$:^-t-S KphKM641Lm-7S:#7t^ ig3«J#-^36JC 
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>f7-i: LTBa^J#-^38(Z)'^^DNAS:Mv^T±la(Z>-J*®Slf^S:fTV^, BiI^J#-^3 
9lC^bfei^a@e^JS:^-t-5'/^X$ KphKM641Lm-8$:#fc„ fB^J#-^39{C 
li. ^ISSSB^J*'^=l- F-r^T ^ y^B2^JT'feShKM641Lm-8$:#iS Ufco 
[0 14 3] 

-r•7-^bTBB^J##41®-a•^DNAS:Mv^T±l^®-'^®^f^$:ffV^, iB^J#-^4 
2lC^bfelS«gB^JS:^&-r-S:/^>^^ KphKM641L«i-9$:#fe„ BB^J#-^42{C 
tt, mJfeSie^J*^^- KfST^ y m®J>?lf'e«>ShKM641L«-9§r#|B Ufc. 

^^bfcL^V|gJ|?®e>'^, hKM641NLS:l3- K-rScDNAtt, Mn^W. 22. 43 
*>e>46<D62^<D-^^DNA$:giJDNA-^^il (380A, Applied Biosystems^yiig) Srffl 
v>T-^^b, ^tie>S:mv>T|lifeMl®3]S (3) lzmm<Dmi^^^z>^t:iZ2: 

KphKM641NL$:#fc„ gB^J##47{C», ^iSSBB^*^n~ 

F-r-Sr^ >^mge^j7?feShKM641NLS:#f|Hb:fe:o 
[0144] 

^iPL/fcL^VMJi5®-3t>. hKM641Lm-69S:3- Ff ScDNAli, JiSa'e#P>4Xit 
$C^LfcL^VMJi^®cDNAS:>&'tS::/^>^ 5 FphKM641L«-65t0^phKM641L«-9S:MVN 

FphKM641L»-6®3/tgS:10ittl®50«MM;x-:^^ (pH7.5) , 10 

3i{cio#fit®«ffiss^EcoRi (^tgjg^fcsg) jfctjfpsti (ste5t*fci?) ^m^r37 

r;-emrajSlS$-ftfcc ^;Kf5?RS:T;Jfn-:^'?>'>n/«^Scg&{cT^Hb, QiAquic 

k Gel Extraction Kit (QIAGEN^ISS) V^T^#(Z)ii^#^C^^ev^, j^0.30kb(D 
EcoRl-PstI Wt^i $:*&0.3 At glSJR U fe. 
[0 14 5] 

^jJcJC, y^>?.$ FphKM641L«-9®3AgS:10ittl(D50iiiMF y :;^-*ga6 (pH7.5) , 10 
TCT?l^lSS/SS-&:fe:o ^iK^S?KS:T;!fn-::?.y>n/m^»i*lCT:^>Hb. QIAquic 
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k Gel Extraction Kit (QIAGEN:^:^?) $:MV^T|^'ftf<Z)ii^«^C«e ^3.05kb© 
EcoRI-PstI|fr>t $:*«J2 n giaiR L fc„ 
[0 14 6] 

^tc. JiiB'e^btifc::^^:^^ KphKM64iLiii-6S3fe®EcoRi-psti»r;^^o.iittgi: 

y^X^ FphKM641Lm-9ft3f5©EcoRI-PstI»T;^r0.1/agS:^S20itt 
. Ready-To-Go T4 DNA Ligase (Pharmacia^tjg) S:fflV>T3S^Lfe. r®#lCL 
T#e>4Xitffil^;^:/^X^ KDNA^§^«&Mv^T:^i©aflB101|5^$:?^jR*Kg|L, 0 9 
tCatLfe:/^^^ KphKM641L«-69$:#fe„ #^Hfc:^^>?.^ K®10 /^g5:MV^. A 
utoRead Sequencing Kit (Phar»acia%f:$g) lC|^#®Sfc^^lCtJ!o T^KUS^. A.L 
.F. DNA Sequencer (Pharmacia^$g) lCj:y«^^i&b, J^SSB^J L fcj^ 

g «f ® SC^*^M$ tlfeBB^J##48{Cat b fcife^Se^J S 3 iL A^St^S tl 

fco BB3W|##48K:tt, MiSSiB^*^ii- F-rST^ >^igaB^JT^5liKM641 

[0 14 7] 

( 2 ) ?{C^L^VMi^^*t--5mGD3CDR#ffiin:#:(i[)-ii'f4^3^v<^ ^ 

jtsaiiifeMi®53s (1) 'Ti%^t\.tz,^wstLmm:iW$^^':i-Y-ir^fmk^M 

f Ki:IIJ6Mi®4]R (2) •^#^tifcmGD3/N>f y K0t«J®— 

jgtt^3S'<i' 9^ -pT641HCDRS:MV>T=S-a^m^VM^^S:^^SmGD3CDR#*tm 
[0 14 8] 

* *r, 1 ® 5 ]S ( 1 ) ■e^e>tlfc^:/^:^ ^ KphKM641NU phKM641L«-l 

. phKM641L«-4, phKM641L«-6. phKM641Liii-7. phKM641L«-8. phKM641L«-9, phKM6 

41Ln-69®#3;ttg$:10/tt l(D50iiiMh y (pH7.5) , 100«Mife'fl::h h U A. 1 

1«M DTOm00ittg/mlBSA3{)^e>^-S^«?RlCin^, MClO 

#^®«0i5ssimEcoRi (ssjt^fcss) SLXs-mwrnm^vn (^^s^tttss) srin^Ts 

7X:T*ii^KMlS$-e:fc. ^#iKiS?«^T55fn-;^>?f;i/m^»i&lcT:9-Wb, QiAq 
uick Gel Extracti n Kit (QIAGEN^fcSg) V^T^#(5[)^93»^C^^ev^, ^tl-T 
4x*&0.39kb®EcoRI-Spl IHtK- ^m^.^H gIMiR L fc. 
[0 14 9] 
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i 

4^(2) T*# tlfciftGDSA -izfVv Km«:0D-jStt^3^'< ^ -pT641HCDRa 
^(DEcoRl-Svlim}iOA/ig^±M20nl<DmM7i^iZM^. Ready-To-Go T4 DNA Li 
gase (Phamacia^fcig) V^T^jKL}t„ ZKD^lC LT#e>tl3t-etl^tl®M 
KDNA^MS:MvxT:*:ii&mB10m5:?^1S!KfilU 01 OlCa^bfc# 
S*^L^VMJ|^S::t*rS*>tGD3CDR^ffi[tii:fl:®— igffi^i^/^^^ -pT641HLCDRNL, 
pT641HLCDRL«-l, pT641HLCDRLn-4. pT641HLCDRLm-6, pT641HLCDRLb-7, pT641HLC 
DRLii-8> pT641HLCDRLiii-9, pT641HLCDRLm-69S:#;fe„ 
[0 15 0] 

( 3 ) ^^I^VM«S:^-rsmGD3CDR^«^^(3Di&ig^i|fflJigS:ffi V>fc--igffi^3SK: 

T6AU mGD3CDmmmi^<o—mii.^m^^ ^ -pi6AiELCDmxf±mmmm 1 ® 5 
^ (2) xnhtir:^^^Lmmm^m't^mGD3CDmmm^<D--m^^m^^ 9 

— PT641HLCDRNL. pT641HLCDRL«-U pT641HLCDRL«-4. pT641HLCDRLiii-6, pT641HLC 
DRL«-7. pT641HLCDRLiii-8. pT641HLCDRLm-9, pT641HLCDRLm-69$:M V"^T#^^OD 

-Mii^mRzfm^mm^mmmKDAm. (3) icfB«®^^icej!vv ffo^. 

^®Sg:^$:0 1 1 tC:^Lfco S 1 1 {C^bfe=mtC> — i@'l4^3KK^' ^ -pT641HLC 
DRL«-6, pT641HLCDRL«-7. pT641HLCDRLm-9. pT641HLCDRLB-69lcS^f S^I^JrtG 
D3CDR^«m#:T'tt> ^^i&<Z>$tGD3CDR#*li«:#:lCjt^je-^?Si4<D_t#*^^* e> 
tl, — jgf£^3^/< ^ 9 -pT641HLCDRL«-69{C ^^^t S ^UWGTi2Cm^m.tfm 

-ett, -e®j^-&?sttttmGD3^r>i^Mf*:®J!i&8o%s:a^bfc. — 34xe>J£t^®— 

m^m^m^ ^ 9 - ffi3f5-r SeSr^mGD3CDR^ffim#:T' tt, ^iStif^mGDXDR^ffi 

^ (1) T?I^^LfeU^VM^®^^T^y^J^»<Z)-^t», 41#S. 44#B. 83# 
S ^ J: Ot87« g ® T ^ ^aS^^i^-^tSi^ ®Ji#JC:*:^ < ^^"T -5 d i: b 

Sc^tt> tSi4±#JC+im6«y{CW^b, 3SIC41#B, 44#S. 83# g is J: tJ^ 87# @ 
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[0 15 1] 

. ^z:-^, ^tie>mGD3CDR^«mf*:®?Sft$rJgtC#J|!|lftCf|2flIt-rSfe*&. Jg^TtCat 
'r:^^S^C^^!v^. mGDXDR#ffim#:S:^^K:^3S-f-S?^M«m«9JI&*5fc$:^#, 
il«Bfl&l5^©^#J:?»J: »J*iGD3CDR^ffitiL^or>5|t$gS:ffo:to Jt^®^. — 

ii-fi^^^ 9^ -PT641HLCDRIC fij^t" <&*n:GD3CDR#*tm<*;®^^^3^. 3|ti?=b 1^ 

[0 15 2] 

( 1 ) *i:GD3CDR#«m^©^^|g3^^^ ^ 

-hSaHiSMl^S^ (2) T'«^b:t#«-'ig14^3^/<^/^r-lc. JgATCD^Jfe 
:&MT*^MG418lC#-rS©143©lK^'^tJfdhfr3g^^^#A ^^^3^^^^ - 

t,-t. W097/10354{cgH«Ot h>ft;J?t^|g3^M^^^ ^ ~pKANTEX93(D3itt g$:10/* 1 
<Z)20nM NU (pH8.5) . lOmMJ^^fb vy:^^ A, ImM DTT;gitKlOOi»MJfe>ff:^ 
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i 

U-yi.¥JV^%^WjiZX^mV. QIAquick Gel Extraction Kit (QIAGENtfcig) 
S:Mv^T^#©^^«^C^^!vv ^8.68kb<DBamHI-XhoH^;tS:«&l/*eiaiRLfco 
[0153] 

-9, pT641HLCDRLiii-69, pT641HLCDR<D#3ittg§:10/t l(D20mM h U >^-i&^ (pH8.5) 

ilfU-y(.^/\/M^^MiZX^mV. QIAquick Gel Extraction Kit (QIAGEN^fcS? 
) $:MV>T^#®gi^#lCtJ!v>. ^4.90kb®BaBHI-XhoI^>tS:^lMgIlIiRL:to 
[0 15 4] 

^IC. ±mxm^tl^':f^:^^ KpKANTEX93ffi5f5®Ba«HI-XhoI»r>t0.1/£gi:# 
m-m^nm^ fi3f5CDBa«HI-XhoI Jlr/t 0 Afiz^ ^*l-e4x^*20 fi 1 ©Mil 

TKlCiDx.. Ready-To-Go T4 DNA Ligase (Phar«acia^f:$g) $:MV^T^^^b:feo d 
CDi^lcbT#e>tv7^#M^x.:/^x^ FDNA^?^S:ffiv^T:*:JlimHBlom$:?^^^ 
ife S 1 2 Klat L fc^GD3CDR^ffim*|i®^^^3^'< 9 -pKANTEX641HLCDRUi- 
9. pKANTEX641HLCDRU-69> pKANTEX641HLCDRS:#fco 

(2) mGj)2CDmmu^<Dmmmm^m^^r:^^Mmm 
- ^m^^xmGd3CDmmmii^<Dmmmmx<Dmm^pj.r<Dmiz vx^^ fc„ 

[0 15 5] 

mWYB2/0mm (ATCC CRL1662) \yi7htl:^l/-t/3 >^ [1?--f h'r^ J UV 
-(Cytotechnology), 3, 133, (1990)] tC »J^A^. 40«1<Z>RPMI640-FBS(10) [ 
4^J!l&:^Jfil?»(FBS) ^10%^m?mi6A0mi&l icmmh. 96^? 3:;i/T>f ^USt^9- 

aL/<-^--p^l?37lC, 24^im^^bfe^, G418S:0.5«g/«iUc:^S^lC^iDL/Tl 
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[0 15 6] 

Tti, dhfrMm^mmm^mmi^xmi^^mA^mm^'^^Bmx'. G4i8S:o.5m 

y b l/^-fe- h : SIGMAttgg) $:50nM-^mPMI 

1640-FBS(10)^^{Cl-'2X10%llg/mUc;5;S:mCfgMb, 241:7 :/ 1/- h (Gr 
einerttS?) lC2«lf O^^L/fco SSKJOg^T >=3|r:2./<- ~|^"^371Cl?l'-2jilS^& 

#bT, 50nM wTxmii^^tmMmmm^mmvt:^. mMmmmn)^^ ai}uizzi> 

X^SSSrlOOnM, 200nMi:MS«Jt_b#$-e:. «S^fi«;iCG418S:0.5«g/ml, MTXS:200iiMOD 

^i^l?-^tfRPMI1640-FBS(10)^%T'it5aor|g*^0, mGDSCDR^ffim^S:]^^^^-^ 

jMHSfl: (^^n Srfrofco ^^^3^^^ ^-pkantex64ihlcdrl«-9, p 

KANTEX641HLCDRLB-69, pKANTEX641HLCDR$:#A tlfc"€-tl-6tl<©?^®lKij| 
«BJig^n->tt. EM8870. KM8871, KM8869il^^b. ^tl^tl©?^®em«HJI&^ 

n - >©^GD3CDR^ffim#®^3^*a*&5/tg/io%jgs/24hr, mio M.g/lO^mm/2 

4hr, jMr30/tg/10%Jlig/24hr-^&ofeo 
[0 15 7] 

( 3 ) mGd3Cdmmmi^(Dmm±mif^ e> o^ftsg 

±mmmmi<D6m (2) T'^i6)tlfe:g-SmGD3CDR#«tn:^S:|63S-re?l^®« 
ife*BJ[|Si'n->KM8870, KM8871, KM8869§:G418S:0.5«g/»U mS:200nM©tg^'t? 
^tfGIT$gF^& (B*|g^%fcS3) lCl~2X10%|ia/mli:;&S:^lCjB«U, mcm^^ 
^XZ2 (Greiner^tSg) C200«l-ro^a L feo S^COg-f ^^n.'^- ^ - |^T'37r 
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?t<fcyProsep-A (Bioprocessingft^) A $:Mv%T. ^#®mW#lCtJ^VV 

^mS870^mSag^ KM8871®^#J:?»1600ml75)> e> liMGD3CDR#ffiJ«;^KM8871 S:^2 
Sag. KM886g<Z}^#±^1000Bl P> (j:^GD3CDR^:fi|/t^Klf8869 ^ $&65ii«^# b ^ 
o m^nit^mGli3CDmmUi^(Dm^fie^. t^^®:3&?£[*-f^^- (Nature), 2 
27, 680 (1970)]{C:geoT«^^g&b. r^-^-M^SLt^ffiS^^^rH^J^o ^©^^5: 

<DmRxfLm.(Dcj)M(Dmmm^]if}-'^mM^ti^^'f'M. cm m^Q^^ lb. ^24 

Kd, rJ^^-^^ : m46Kd) Hm^-mV. MIC IgGM^^^^tt, #^^7n^#TT' 

;i/ (Antibodies: A Laboratory Manual), Cold Spring Harbor Laboratory, Chap 
ter 14, 1988, J U—^Jl/'Ty'r^C ^"t^-C X : zfV >i/':fn/X-7y l^'Zf 
7 ^ -7^ Y X (Monoclonal Antibodies: Principles and Practice), Academic Pre 
ss Limited, 1996] ii-^b, #mGD3CDR^ffim#:*^iEbV^«^gC^)m^^ii)•^i: L 

xmm^nr\>^^:r.ti)mm^ntc^ ^fe, 3fi^bfc#*tGD3CDR#ffimf*:oH^ 

RZfLm(Dm^r^jmmn^-:fU7'^yt/-^>'^- (47OA, Applied Slosys 
temsttSS) S:fflV%Tgi&a:Kv>d9-«?lCJ:yj!?«fbfeii^^, ^tl^tl®cDNACDife 

fee 

[0 15 8] 
7. ^GD3CDR5it=llitn:^®?S1i^fiDr 

(1) mGT>3CDmmmi^<DGT)3{ZM-t^Kmii (ELISA^fe) 
5|i^L'fc^GD3CDR^^fiin;^KM8869, KM8870, KM8871®GD3 (DIA-IATRONttiS) 

izM^^Riim^mmmi<D2miz^-tBLismiz^vmi&vr:io mi4.it. eli 

Sm<D':fU- h©#'^a:;i/lCPRlPSii:SGD3(3D*S:20pmol/'>ai;i/lC®j£b, WiM 
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t-•5iSGD3:^r;^^jJ^;^*KM87lSLt>*^5lGD3CDR#^f^7l^KM8869. KM8870, MSSlKDmB 

JHH/2-efeo;fe. ®15tt, ELISAM®::^!^- h®#'i'x>n/lCPRlP§i±^GD3®S 
$:^fbS-&, -^^m (lOyttg/ml) (DJn;GD3^^9^^KM871^tJJin;GD3CDR#ffim 
^KM8869. 08870, KM8871<D MJ*:ft =^1* b fe^^T* S o 015 ICa^ b fcJ^ {C 
. WCSiZZT)miim^<^0%. KM8871;&^M=fol^V%M^Mtt^^b, ^tlttmGD3^ 
7l^tn:#KM871i:|g^T'^ofcc 0 1 6 ELISAffl®:/!/- hO#'?ai;i/lC®« 
S-&-5:ft*>^*U:*-Sy K®a^$:^;tT (PR** : 20pmol/^7 , — ^tiS (1 

O/tg/Ml) ©^GD3:3lr:>^ ^Jii#:KM8712SttJ^^GD3CDR#^fi^f*:KM8869. KM8870, KM887 
l®MfS:ffi?:«^f*bfcJg^T-feS. ^fflb:fe:;tf>efU5t-S/Ftt, GMl, N-T-fe^;i/ 
GM2 (Boehringer mannheim^Hifi, Jg<T. AcGM2t^ia"r<5) , N-^Uny;i/GM2 ( 
JSAT, GcGM2i:^SH-f -5) . N-T-K^;^GM3 (J[J<T, AcGM3i:^tHt--5) > N-^^U 
3y;i/GM3 (je<T, GcGM3il^ia-r-5) , GDla, GDlb (DIA-IATRONt±S§) . GD2, G 
D3 (DIA-IATRON%fc|g) , GQlb (DIA-IATRON^±Sg) , GTlb (^7:^=12/^1?) ©llS 
!^T?feSo fkiB. GMli:GDlatt^7S/fliJ:y, N-^f U n U ;i/GM2ilN-if U n U ;i/GM3 
»-7'J':;^ffFliiJ: »J, N-T-fe^>n/GM3tt>f 5f|5^jfll3*i: GD2«H h#M^jfflJ[|gM^ 
#ilJII&^IMR32 (ATCC CCL127) J:*;, -ett-g'tli^^©:!^^ [$^^ • :r ^ • 
?^>(yiruViJ)V ' fr^y^h^)—{Z. Biol. Chea.), 263, 10915 (1988)]lClibT 
#Sgbfco 01 6lC3^b:fej||lC, ^GD3CDR5^!BI$t:#:KM8869, KM8870. KM8871li, 
-rtl %^GD3^ >l ^m^|CKM871 iSI#K:GD3lCM b T ^ < , GQlbjC^ b T ^ < 

-e^if b T V % s z: 21 S tl 3t . 
[0 15 9] 

(2) mGDXDRt^*imit^®tib«MJflS2:®SlStt (m^mi*^^) 

5ffSgbfc^GD3CDR^=liJn[^!|i:KM8869, KM8870, KI!8871®fc b^lfflflgilCDHffr'Sli 
> &.y(DmKhXm^Vt=.o t h^^y-V^«$IHB&t5^G-361 (ATCC CRL1424) 
;atKSK-MEL-28 (ATCC HTB72) ®-€•4^^tllX lO^flg&PBStCjSIMS-ti:, V-f ^ D 
^;L->r (irefmi?) \ZM^). m^Mm (2000rpiu 2^IS) bTilHI!S$:tJfe?l^^ 
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, ^GD3:3|r>^ ^Mft^KM871*:fe:tt^GD3CDR^*i^^KM8869, KM8870. M8871^B0fi 
1 (l%BSA-PBST'5^g/mUcMMb;t^|«[) M^XmWh. 4^ T'm^;KfS$i±fc 

FITCil^SB-rs) •em3fe=ISiKUfe'^"9-=^fSt;ii Msg (H+L) F(ab')2^?ft 

TCT' 1 ^^^is^-Brfe, Rm^. ?Bsx3mm^ii>^mvxm^iyr=.^. mjcpbsic 

^^b. 7D— 9->f h:5l-i5?-EPICS Elite (COULTERt±ig) V^Tfi?^ff $:fTo 
fee ?t^Mi:bT*ri#:Ml^iD-eJ:IBiira«CDil#S:f?V%j!j|^L/feo -e®M^«:01 
7 tCa^Lfeo 017 lCatbfe=mtC, mCDS^^ ^m^KM871^5:tJftn:GD3CDR^«m«^ 
KM8869, KM8870, MSaiim^-m^nm^UH&m^tcmVrc. fn.GD3CT)mmtfi 
iii<DfpXlt. KM887l3^)^«%^V^;R^S:^^S:^bfcc &.±(D^(Smit. ^GD3CDR#*tta 
f*:*^:ji^/-'TS:$&«)i:"rsGp3|©ttt: hffilft®^!!^. ?&!Se^C:tffl-r$>Sr 

[0 16 0] 

(3) mGD3CDR^<«mf*^<DinjLLi£2J!fflilSIS^^ (CDC?S1t) 
mmh-^in,GD3CDmmW,iWS869^ KM8870, KM8871g) in vitro mfJ|}ai$Wjgi£& 

RPMI1640-FBS(10)^«1T?^# U H h ^ ^ --^^^^ll&tSlcG-Sei (ATCC CRLl 
424) S.tJfSK-MEL-28 (ATCC HTB72) ©^tl^tlSXlO^afflg&ISigL, iJclJ-fti^K 
-e$>SNa2^1cr04%3,7MBq^Sin^T37'C*e 1 I^KMlS^-^, «!llSfeiSCi*«l«b 

fee ^m^. RpmiBAo-FBsiiom^X'mmAxfi^Mmmmz^vsmmwv. 
mmznmmi'. Ax:x3o^m^fpi^MmvxMMit%n^}^i^Mm^-^r^o ^ 

Jbi^m^. RPMI1640-FBS(10)^«iS:5«litI;t, iXlO^jMiia/mUCiligb, ^gfi^JMIS 

3A(DmnA(D]tm^M^l^. i^hWi^mULtt^o mmWlZit. RPMI1640-FBS( 
10)^«S-^1556vol ./vol . IC#3R VXma^mm b TM fco 
c. CDC?S1S(DM^ 
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96i;r3i;i/U^l£y L/- h (Falcon^±$^) (D^'i? ai;i/lCa.T'^Sg L fe^l 
GDXDR^*imft^KM8869, KM8870, KM8871$:#Mjj^|i;gO. 05—50 /tg/Mli::5;S^lC 

[0 16 1] 

^#M8t51Cra-e ^#M8t51Cra 

[0 16 2] 

-e®^:ll&Sl 8lCa^b:to 01 8^CatL/fc^^C, mGD3^^^in:ftcKM87i:S:tJ^ 
^GD3CDR#!|i0i:f|:KM8869. KM8870. KM8871tt. V^"r4^%Mi^lllJBa^*^C# bTCDCfS 

?Stt?:at-rz:ai*^^ae>A>i:^o:fe„ mGD3CDR#ffim#:®*-ett. KM8871 381 
V>IHllSlt^?Sft?:3tb, ^t\,\%ms>Z^i> ^m^KM871®*&l/3-^^ofeo 
[0 16 3] 

(4) ^GDXDR#=fi*i#<3DiiLjltroj(ffli|gpeW?Sffi (ADCC?SS) 
3^igbfe*T;GDXDR#<g$t^KM8869, KM8870, KM8871g) iii vitro Hlljiapg^jgiS 

a. mimmm.(r^wm: 

RPMI1640-FBS(10)^«IT?^§| b H h ^ ^ - V^§|j(iWlfSt*G-361 (ATCC CRLl 
424) ;5:t5SK-MEL-28 (ATCC HTB72) ®-e*l-?tllX10%j!jaS:iS$l[ 
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^t^^m^. RPMI1640-FBS(10)mS:5mlin;i, 2X lO^flS/mlJCilSg ^mm^ 

m^Ammiksomi^m^L. ^/tu^-M-y^A (mmm&jimnm) o.5«i 

$:llD;t^^*HCig-tf;t„ dtlSrPolyBorphprep (Nycoaed Pharna AS^tSg) ?:MV^ 

T^fflsire^{c=8^v>. (i5oo~i8oog. 3o^w hxi^mmm^^mi' 

fc, RPMI1640-FBS(10)^«JT?3llIigvi>^lt (ISOO-lSOOg, 5^m) l^Xm^^. 

mm^m^^x5xio^mm/ni<Dmmx'nmmh. :i^y ^ -mmmmnvt:!, 

[0 16 4] 
c. ADCC?Sffi®Sil3t 

96';;aQ>n/U^J3£::/l/- h (Falcon^fc$g) (D^^:iL)vizfi.xmmvt^mmmm^ 

«Hiia^?!S 5:100^1 i5X10^mm/^:iL?\y. o::? a: ^ -|DflSil«e5lfflJlia®Jfcli50: 
lilJ&S) mtaV^o mGD3:^:?l^m#:KM871^trJf*n:GDXDR#«^#:KM8869 
> KM8870, Kli8871^^MmmmO,05^50fie/»lil^^miZM^. 37x:xmmR 

[0 16 5] 

[SSt2] 

ADCCfgtt (as) = — X 100 

±««t51cr«-S^«l!|51Crg 
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[0 16 6] 

■e(DM^S:El 9 ic^L;to H19tc^Lfc^lc, mGD3=^^ 5^f*:KM87i:5:t)^ 
J>i;GD3CDR5^filt/i;#:KM8869, KM8870, KM8871tt, V^'r^l%M0aS^*^C^ UT^VaAD 
CC^S-S^r^-rr ii;b^9!e>*^a5&o fc, *n;GD3^:* ^m^KM87i:R.tJfmGD3CDR^*im 
^♦:KM8869, KM8870, KM8871©^l?tt. -e©IIIIliait^?SttlC^tt0«?) 

o 

[0 16 7] 

^GD3CDR5^«i*iT:ft:CDe» t., S%l«?SffiS:a^b:tKM8871S:i£M"rS?^M«KtjllBlia 
^ D - >KM8871tt3i£^ 11^7^220 #T'XliS$g|^^#X^X||S*l5W^m 
ICFERM BP-6 7 9 0 h LT^S^^tlT Vn^o 

mGD3CDR#*l*/t^fi hiJ^fyt <om^S.BM<DM,i^m tVX. MGD3C 
DR#fiim^KM8871 tHh lL-2<Dm^^ Q j^'e & S KM8871 - hIL-2 J^T ® «ltC b 

[0 16 8] 

1. hCr lilHL-BiiCDia'^SfiSS::^'- F-rScDNA©«lli 

( 1 ) hC r 1®CDNA(3D3* 5|5^<3Djj8«r65ii[Si:^|ftMhIL-2®^^:RcDNA*^ cDNA 
S:^-rS:;''^>^^ KpBSAhCTl-IL-2(D«iS 

y9>^^ KpBluescript SK(-) (Stratagene^tSg) ®3/igS:10 a* ICDlOmM h U :^ 
-JSift (pH7.5) , 10«MJS[^l:"7^r^S/i^A^ttJfl«M DTT)b^ e>J^Sj!il&IRlCin;t, H 
Iciom-e^MISSIsgApai (^MJtttSS) S:Dn;tT37"C-emiSiKJS$-ti:fco ^BL 
y -;i/tfcMb. 10yttl®20nMl- U;^-iS^ (pH8.5) . lOmMife^bV^^:^ 
J/i^A. luM DTTiStUflOO«MJ&^b:;!jU ^^A^^&fifcSjg^miCia^, 3€JC10#&®tl 
KS^^BaaHI (SMJitfcSS) Srin^TSOr •^l^lSSjSS'frfco S: T :^ □ 

->^^>n/«^^i&lCT^lirL/, QIAquick Gel Extraction Kit (QIAGEN:^:!?) & 
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[0 16 9] 

ASr^UDNA-^JiSfS (380A, Applied Biosyste«s^|g) &MV^T-&^Lfe„ #e>n 

WLt:mmzr3o^mmmLr^m. znKDio^mmm csoonMhuj^^-ig^cpHT.e) 

, 100mMigft;v'^^:^^$/'>A. 50«MDTT) i:2 a l®10iiiMATP$:}{|tI^. J5tC10#fi©T4 P 
lynucleotide Kinase (Stgig^tS?) trM^X37X:X'Z0^mS.fS>^'&. 5'5^SgS: 

[0 17 0] 

^iklC, ±mX^^tl^Zf^:7.^ KpBluescript SK(-)ft5f5®ApaI-BamHI»r;i0.1 
>g|fl:-^^DNAO.O5AgS:^«lOAtl0MII:?KlCilI;t, DNA ligation Kit V 

er.2 i^mm^m) ^m^^xmmwtmmizm^ mm^-^o :i<Dmizhxn^ti 

KDNA^M$:MV^T:^J®KDH5a^5^ (Stratagene^tjg) ^j^^^ 
mZOlZmht^Zf^:^^ KpBSA-BS#fe„ #e)tl7£:>^^X^ K©10iitg$r 
MV^, AutoRead Sequencing Kit (PharBacia:^:!?) JC|^#CDSfcq|||{CfieoT;KlS 
A.L-F. DNA Sequencer (Phar«acia^$g) iZ^Vm^^mV. m^mm^W: 

[0 17 1] 

^ic, J:ia*e#6tifc:3^^x^ KpBSA-BCD3ittgS:lOial®50«Mb y :;?.-^gBI (pH 
7.5), 100«Mm^b:^h>; 10«Mlfe^t:vy:t^i/'i7A:R:m«M DTO>e>^-g>jgS 

t^tCinA, MJC10#^(DMIS^^EcoRI (SiSJtifcig) $:inx.T37TCT'l^|igKiS 

S-tirfco ^S/S?K&a:^/-;i/tfcML, 10^ 1®33«1! h U x-Bfgft (pH7.9) , 66b 
Wmil^i'^J^. lOwUmWC^^^l/^U. 0.5«MDTT28S:tKlOOittg/«lBSAA>e>^Sjjg 
1if?RJCftl;i, MtC10#^©MISS^^S«al (S?@5t%f:$?) §r*II^T30TCTl^^;K 
^S^-frfeo MMJSM$rT:**n~X>y;i/m^^lfrJCT:$)-Mb, QIAquick Gel Extra 
cti n Kit (QIAGENtti?) V^T^#®S^^#^C^^!V^, Jji«;3.00kb®Ec RI-S«aI 
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[0 17 2] 

ikiz. ^£IftMhIL-2(Z)^^;RcDNA$:-^t^:/^x^ KpILL4 Ct^U 

'r>\^'A^:i-Ui^i3)V"^^:^hV-ikgTic. Biol. Che«.), 51, 1135 (1987) 
] ^mmUhX. JS^TtCat-rPCRSrfTofco KpILL4®lngS:100/tlCDM 
lSIK[m^gS©Ex Taq buffer (S?@5tt±^), 200aM dNTPs, 1.0 
V-(K^J#-^51), l.O^M fw2:;/'^-fv-(ge3^rj##52)&tJf2.5#fil®TaKaRa Ex 

Taq DNA polymerase (^Igjg^gg)] {C in 100^^ l©S&^fi-eS<r\ DNA-l^-v;l/ 
-9->fi'^- (PJ480, PERKIN ELMERltSS) IC-feyhb, 9^X:iZX3^^S.m^. 96 
r{CT30#K, SSriCTl^)-!^. 72TClCT14MS®-9->f ^^;i/S:30-y->f ^;^ffV^. « 
^fC72t:{CT7r9-^©Hf£i:$:ffofeo mj^f^rn^:!^^ J -;vmmV. 30^1®50mM 

hV:^-mm (PH7.5) , 100»M|gft;:MN y iJrA. lOmMI&'ffc-^'^;^ S^ii? A^mmM D 
TT*^e>^Sjg»?glC*II^, MKllO^filODMIS^mEcoRl (SIgJtttig) «:*II;^T3 
TlCT-miSSjCSS-Brfco ^;KlSStS:n:t5r>^-;i/ifc®b. 10^ 1©33bM h U X-Bf^ 

(pH7.9) , 66mmm:^V^A. lO^mm^ V ^ A. 0.5mm)TIJ^m00 fi g/nl 

ck Gel Extraction Kit (QIAGENtti?) S:M V^T^#®SiWS^C^^&V^, *«r0.41kb 
®EcoRI-SBaI»f;T" SriHjl itegiajR b fe„ 
[0 17 3] 

^ic, J:iaT?#6>ti;fe::/^:X^ KpBSA-B<DEcoRi-s«ai»r>i0.littgi:j^lSIMhlL- 
2®^i^:ScDNA®PCRMigJ®EcoRI-S«aI»i;^^0.1/ttgS:^4lOitt l^JSII^fCill^, D 
NA ligation lit Ver.2 (S?S5gttS?) S:mv^T^M^^#^C^^!v^. m^Lt^. 

^(DmizLxm^nr^mm^-:^^^^ }^mmm^m^^xizmmm5am^m^m. 

SIbfeo ?^^«iJII*©10M®^^n~>J:y#::/'^>^.^ KDNA^migU, AutoRead 
Sequencing Kit (Phar.acia*fc^) tCj^#®Si9ISlCtS!o TMlS^, A.L.F. DNA 
Sequencer (PharmaciattSS) tC J; U fl^^ttb. if AS ti;fecDNA®m»iH^JS:^ 

^L;*^^^, u&^(Di&mmn^m'r^m2 nz^vtc-zf^yt.^ kpesahcti-il- 

2^#fe, 

[0 17 4] 
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( 2 ) hC r l(D%±-^cmkt.^mMhlL-2<D%±^cmktf' b^ScDNA&Wi-S^^ 
5 FpBShC r l-ll-2<Dmm 

t.-t. #^¥10-2578931CSB^®:/^:^^ KpBShCrl®3itig%10Atl®10mMhy 
>^-iSm (PH7.5) , 10«MiS^kV^^:^i/^7A^tOfl«M DTTjb^ e>^Sig«?l!tlCiO^, 

BLfiim^:^^^ J -J^y^SSth. 10 fi I (D50m]ihV:^-mSt (pH7.5) . lOmMi&^ffcV^^ 
i^^/ij^is., 1«M DimmoOnMlfe^b^^hy ^'AA^b^SMft^SilCiD^, JSlClO^fil 
<Z)MISffi^^EcoT22I (^IgitttSS) ?:«n;tT37TC-ei^|g^/SS'&fec ^SlSStS: 
ritSU—X^n^n^^WbiZX-^'mV. QUquick Cel Extraction Kit (QIAGEN^fc 

m) ^m^^xw^^<Dmmmizm^^. ^o.92kb©Apai-EcoT22ii^;t^*5iiittgiajRb 

[0 17 5] 

e^lO/il<D10mHhV X-^m (PH7.5) . lOaSimt^ ^ ^ ^ ^jSlXJ^I^^ ^Tli)^ ^ 

MISSUS S-frfco 1^BLJ&m^:3^9 ^ -/lytkt&V. lO/il<D50mKhV :x-mm (pH7. 
5), 10mimit^^:if.i/^J^. IbM DTT^lmO0■lM^fe>fb•:^ b U 'i? e>;SSjg«?K 
IZMpl> MC10#€S^CDt[|S^igEcoT22I (^Tgjg^fcSg) $:in;tT37X: TfmKMUS 
$-&fc„ m^l^WL^ritfU-y^^JimU^mzX^mV. QUquick Cel Extract 
ion Kit (QIAGENl!f:$S) Srffl V>T^#®Si9llllCt^ J|i&3.4Okb0ApaI-EcoT22I 

[0 17 6] 

^{C, ±mxnhtlt:^:f^X^ KpBShCr l®ApaI-EcoT22iPlT/ir0.1yitgi:y^;^ 
^ KpBSAhCr l-IL-2<3DApaI-EcoT22lWT;t0.1itt 8^^*10 itt l®8£®2KlCiO;t> DN 
A ligation Kit Ver.2 (^tB5i«tSS) &MV>T^mSireiltCt8!v%, 54j^bfe. 3 

<Dmizvxm^nr=.mmxzf^y(.^ \^DMmm^m^^xi<iBfmm5amtcmnmm 

02 2lc^Ufc:/^X^ FpBShCr l-IL-2$:#feo # e> tlfe X ^ KOlO 
/t^$:MV^, AutoRead Sequencing Kit (PharBacia^HiJg) ^C^#<Z)^^#^C^^6o 
TiR|S=^, A.L.F. DNA Sequencer (Pharmacia:^:!?) iCjcUM^^Urb, If AS 
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[0 17 7] 

2. KM8871-hIL-2®l&%^BI|gS:fflV^fe^^^^ 

(1) M887i-hiL-2(D^^^m^ ^~<Dmm 

±mmmmi<D6m (d i?#e>4x:femGD3CDR#ffim^KM887i®^^^^^^7 

^f-pKANTEX641HLCDRLii-69i:±iailJ6M2(D 1 (2) ^tltchC 7 I t.hlL-2 
i:®ifc-&SeaS:n- K"rScDNAS:*f -5:;''^:^^ FpBShCr l-IL-2S:mv^TKM8 

871 - hiL-2(D^^mm^ ^ ^ - ^je;T(Z)#{c hxmm l :feo 

[0 17 8] 

HJfeM 1 CD 6 ]^ ( 1 ) 7?# ^ tl >^ ^ KpKANTEX641HLCDRU-69® 3 g^lO 
fil<D10wiHhV7.-mm (PH7.5) , 10»Mii[^fc"9'i^:tiS/^A^im«M DTT*^e>^Sig 

iS^1±fco URf^WL^:^^ J -Jl^miy> 10itil(Z)20mIlhU;^.-J^^ (pH8.5) , 1 
OmMIS^fc^y^^i/'^A, ImM DTT2fetJflOO«MJtgfl;:jJ; U A3b^e>^-5|g«StlCi&n^, 

;K^5^lS$:T:j!/^-:^^>';l/S^^l!^^CT:^)•®b. QIAquick Gel Extraction Kit (Q 
lAGEN^lig) $:MV^T^#®^^«^C«&V^. S^12.57kbODApaI-BaiiiHI»T;t S:Jji«j2 /ttg 

[0 17 9] 

^IC. ||J6#if2©l]S (2) 7?#e>tlfe:/^::^^ KpBShC7l-IL-2C03/tgS:10 

a1®io«mi- y (pH7.5) , iOmnmt'^^:^i/^ a Am»}i DTiij^^m^m 

mwnzia^. Hicio#fiSi(X)MISS^igApai (^tsjgit^) S:in;iT37r;-emiSM 

m-^-^tci. mRfitim%::r.^ J -Jl^tfuSSth. 10 n I <O20mK h V :^-mm (pH8.5) . 1 

3g{C10#^OMIS^^BamHI (^?gm±5S) S:*nx.T30X:T'l^®MJS$-&fco M 
iKfSMS:T:!ifn-J^>f;vm^^I&lCT4)-Mb, QIAquick Gel Extraction Kit (Q 
lAGENtfcSS) S:MV^r^#®^^||^C^^!V^, miA5kh(DKpHl-Bnmamfn^m2/iS 
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[0 18 0] 

r^lC, _tlH"e#^tlfc:^^:^^ KpKANTEX641HLCDRLm-69ft5j|®ApaI-BamHIflT>i' 
O.l/tgi:^^^^ KpBShCr l-IL-2fi^CDApaI-BamHI||T^0.1ittgS:^*10itt 1©M 
m:?KtCiD;^. DNA ligation Kit Ver.2 (S?@ii*tig) V%T^Mm^#tC«&V> 

am^MM^^V. 02 3 ^CatLfcKM8871-hIL-2®^^f§^^^^^ ^-PKANTEXBB 
71-hIL2$:#fe„ #e>tlfer^^>^.^ K<^)10ittg$:MV^, AutoRead Sequencing Kit 

(Phar«aciaitig) tCj^-ftfCDm^HtCtJIo TM/S=gt. A.L.F. DNA Sequencer (Pha 
r«acia%tSg) ICi: L> JffeSSe^SrS^^ bfcJ^^, Bfi«rCDDNA;?>«^ n - 

[0 18 1] 
( 2 ) KM8871 - hIL-2® i&ifeMiei? (D^M 

±mmMm2<D2m (D •e#^ti:feKM8871-hIL-2®^^^3^/<^^^f-pKANT 
EX8871-hIL2<^)4^tg$:MV^T||^fe#»Il CD6]K (2) lzmm<D:^mz^\^^ YB2/0«|f 
JBg (ATCC CRL1581) ^mM^^L. M^miZG418 (0.5mg/«l) ^tJ^MTX (200nM) 

>KM8871hIL2S:#;fc, tStiS. KM8871hIL2ti5|E^10^ 7 ^ 2 2 iCmU^f^ 

^■^x^mnim^^m^mizFEM bp-6 7 9 1 nvx^n^tix^,^^. 

(3) KM8871-hIL-2®^^±?f*^^CD3ftig 

_tiaili6M2®2^ (2) •T?#e>tlfcKM8871-hIL-2$:^3^t-S?^MiiSI«IIflS 
i^n->KM8871hIL2S:m6MlOD23S (4) K:iB«®:&^tCfi&VV mmV. mm 
±mm2LJ^ y *&10. 0»g®3|f SgKM8871 - hIL-2 &#fco 0 2 4 IC tt, mm V fcKM887 
l-hIL-2®SDS-PAGE(Z)M:mS:5tL/fco 0 2 4 tC5^L:fe#tC, J|tSgb:feKM8871-hI 
L-2tt, #3g7C^#T T* tt^^a »j^l80KdT' U , ^jC^ii^T X tt*«l65Kdi: ^25 
Kd®2*®A> K*^f8«)e>tlfco rn^OD^^JIli, KM8871-hIL-2<Z)H^i:hIL-2 

jstxfLm<Dcmk(D^mmmtf'^mM^n^^'f'M (H^i:hiL-2: j!J&64Kd, Lmtm 

24Kd. 4^-?^^*: : ^176Kd) Hm'^-^V. fni^^^ t. l^X (^m^t. hIL-2®jil 
[0 18 2] 
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3. KM8871-hIL-2(D?SttfFM 

(1) KM8871-hIL-2(DGD3lC>t?ft- SHiJ&ffi (ELISA^) 

W5?LfeKM8871-hIL-2®GD3 (DIA-IATRON^tSg) tC*ff SSlSffiSrHMM 1 © 
--^^ii-Y^Jafc: hIgG(H&L)m^ (American Qualex^±^, UBSA-PBS7?3000^lC 

#f?LT^M) ^m^f^tcL, 02 5tt, ELiSAffiCD::^ h®#^7x;i/tc®^S-ti: 
SGD3®*S:20p«ol/i> ai;i/lCH^ l^iD-T ^^GDXDR#*|^flcKM8871^ttJfKM88 
71-hIL-2<DigM$:^ffc$-^TSfS:l4S:«lf^b:tj^**^feSo 02 5lCa^bfc=m 
JC, KM8871-hIL-2li^GD3CDR^IiJa#:KM8871 1 m^&.±(DGD3izM't^M^^ii 
&^bTVx^Z:i:*^^$;n7t„ 02 6tt, ELISAffi®:/ 1/- h<Z)#'j7ai;i/lCtR^ 
^■^&ilS>irV:i-i/\^<Dmm^m?LX 20p«ol/ij7ai;i/) , -^JgM (1 

0 fi s/ml) <0mGD3Cm^mW.f^M8871jStXfM8871 - hIL-2®M/Stt S:«lf# b fcjfg:^ 
•e^So 02 6 fC:^L/:fe^lC. KM8871-hIL-2liMGD3CDR#^^^KM8871i:|^:^ 
{CGD3{C^>|- L T ^ < ^-^1- S r il ib^m ^tl^ijK KM8871 - hIL-2tiH lCGD2tCM U 
Tt»SS<jig-^t- -&Zli:*«fllSStlfco KM8871-hIL-2®GD2i:©^MHJCStt®MH 
HVXlt. hIL-2i:GD2®3^-a-®«riB<iCD^l6, hIL-2(Dilt-^lC J: S*n:«cV|gll^®5i# 

[0 18 3] 
( 2 ) K118871 - hIL-2® hIL-2?Stt(Z)fPfllr 

ft|gbitKM8871-hIL-2®hIL-2i: bT®?S'l4SrJgilTJC:m-^:&^{C«!V\ ?1U^L 

tc. hiL-2izMhxmm^^m^jtmm^m-t'r^:^mmmciLL-2 (atcc tib214 
) ^2xio^mm/»i<Dmmx'RPMi6Ao-FBsaQmmzmimv. mK7s^ji'=^>(^u 

3:;i/lChIL-2 (R&D SYSTEMS^aiSS) ^V>tt3|t5gLfcKM8871-hIL-2%RPMI1640-FBS( 

W^i&X'^m^miz^^ b :t^?gC(O50 itt 1 ^m^. s^cOg-f > ^- ^ - 1^'??3 

7icT'3o^^^#bfco mm^. Cell c unting Kit mn^t^m^mm) ^MV^ 
iz^ b fc^iic, KM8871 -hiL-2i*hiL-2 1. mmm(DciLL-2mm(DmM^wm^^^ 
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bfeo J«Jl<Z)M:^tt, KM8871-hIL-2®hIL-2ilLT©??5'J£litn;GD3CDR#:®m^KM 
8871 1 ©St-^^IC T %^fetir V> s r S:^^ U T ^^ S o 
[0 18 4] 

(3) KM887i-hiL-2ic<i:st: h:j^y ^ -mm(Dfsmtiimmmmm^(Dm 

KM8871— hIL-2<^>hIL-2SJ:^)•^Ci:St: hoi^ai^ iJr -ji!|IIJ||gCD?S14^t; il, -ettlC^ 

a. ^&^mmmm(Dmm 

RPMI 1640-FBS (10) bfcth^t^y - *7^#||IIlfe|*G-36 1 (ATCC CRLl 

424) <Dixio^mm%:mmv. Mm^^ni^:^^ii^2^^CT0^^i,85VB<immija:k.xs 

7TCT'l^^;Kf£;S-te, ^BS^rmit^^bfcc Km^. RPMI 1640-FBS (10) ^%T' 

mimjSLx:^mji>^mm^K.j:v3mm^i^. mmznmmi^. 4icT'3o^im^ttrtcjfe 

gLT«:llfffiiglM&e^»iStS*fc. ^vD^^^lSi^. RPMI1640-FBS(10)^«IS:5«1 

«imA»JII)ilMt50«l$:^5tL, ^/tU^T^hU (^H^axH^jtSS) 0.5«1 
^M^U^H'izm^^, rtlSrPoljworphprep (Nyco«ed Pharaa AS%fc§S) $:ffiV^ 

T«e«fiwiiict8!v>. (i5oo~i8oog, 3o^is) vrmm^M^^mv 

fe, RPMI 1640-FBS (10) 3 im^S^D*^)'!! (ISOO—lSOOg, 5^my VXm^^. 
[0 18 5] 

c. hih3i:73i^^ -mmo^m^it 

96i^3i;i/U^lg::/l/- h (Falcon^tSS) (3D#'>3i;i/lCb.-eigiJ b:fe3: y'ai^^ 3t 
-jmiaigatlOOittl^^^^Lfe (5X10%lja/^7x;i/) . $e>^CKM8871^V^ttKM887 
l-hIL-2%:#SJ!^|gSll.lnMi:«;S«lfC50Atl-rot^inU, 37'C, 5%C02>f>#aL 
^- ^ -I^T'24^raMfS:Sit:fe:o 



mil4t 2000-3089903 



#5)1 11 — 278291 

c.T'MSL^:;^!^- h<D^^ :^)vizz.r'mm\^t=.^^mmmm(D5o fi i (ixio 

[0 18 6] 

[fits] 

ADCCiStt i%) = ~ X 100 

[0 18 7] 

^(Df^^^mZ 8lZ^Vic.o 02 8(C^Lfc#lC, KM8871-hIL-2ttKM8871j: 
y =bS®v^||lIJISP$W?S^£ r i: ;{>^ ^; o fe. aftj^l^ii, KM8871 -hiL 

^atLfctiCDT'^y, h^(Dmmi^mizis\^x%mm<D^mii^m^x^^^ii 

[0 18 8] 

[^w®^l^] 



[0 18 9] 
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SEQUENCE LISTING 
<110> KYOWA HAKKO KOGYO CO., LTD 

<120> Anti-GD3 CDR grafted antibody and it's derivative 

<130> 

<140> 
<141> 

<160> 56 

<170> Patentin Ver. 2.0 



<210> 1 

<211> 138 

<212> PRT 

<213> Mus nusculus 

<400> 1 

Met Glu Phe Gly Leu Ser Trp Leu Phe Leu Val Leu Val Phe Lys Gly 
-19 -15 -10 -5 

Val Gin Cys Glu Val Thr Leu Val Glu Ser Gly Gly Asp Phe Val Lys 
-11 5 10 

Pro Gly Gly Ser Leu Lys Val Ser Cys Ala Ala Ser Gly Phe Ala Phe 
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15 20 25 

Set His Tyr Al?i Met Ser Trp Val Arg Gin Thr Pro Ala L'"s Arg Lea 
30 35 40 45 

Gltt Trp Val Ala Tyr He Ser Ser Gly Gly Ser Gly Thr Tyr Tyr Ser 

50 55 80 

Asp Ser Val Lys Gly Arg Phe Thr He Ser Arg Asp Asn Ala Lys Asn 
65 70 75 

Thr Leu Tyr Leu Gin Met Arg Ser Leu Arg Ser Glu Asp Ser Ala Met 
80 85 90 

Tyr Phe Cys Thr Arg Val Lys Leu Gly Thr Tyr Tyr Phe Asp Ser Trp 

95 100 105 

Gly Gin Gly Thr Thr Leu Thr Val Ser Ser 
110 115 



<210> 2 

<211> 128 

<212> PRT 

<213> Mus nusculus 

<400> 2 

Met Met Ser Ser Ala Gin Phe Leu Gly Leu Leu Leu Leu Cys Phe Gin 

-20 -15 -10 -5 

8 0 ffi|E# 2000-3089903 
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Gly Thr Arg Cys Asp He Gin Met Thr Gin Thr Ala Ser Ser Leu Pro 
-11 5 10 

Ala Ser Leu Gly Asp Arg Val Thr lie Ser Cys Ser Ala Ser Gin Asp 
15 20 25 

He Ser Asn Tyr Leu Asn Trp Tyr Gin Gin Lys Pro Asp Gly Thr Val 
30 35 40 

Lys Leu Leu He Phe Tyr Ser Ser Asn Leu His Ser Gly Val Pro Ser 

45 50 55 60 

Arg Phe Ser Gly Gly Gly Ser Gly Thr Asp Tyr Ser Leu Thr He Ser 
65 70 75 

Asn Leu Glu Pro Glu Asp He Ala Thr Tyr Phe Cys His Gin Tyr Ser 
80 85 90 

Lys Leu Pro Trp Thr Phe Gly Gly Gly Thr Lys Leu Glu He Lys Arg 
95 100 105 

[0 19 0] 

<210> 3 
<211> 5 
<212> PRT 

<213> Mus Busculus 
<400> 3 

His Tyr Ala Met Ser 

8 1 miE4f 2000-3089903 
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1 5 



<210> 4 
<211> 17 
<212> PRT 

<213> Mus Busculus 
<400> 4 

Tyr He Ser Ser Gly Gly Ser Gly Thr Tyr Tyr Set Asp Ser Val Lys Gly 
15 10 15 

<210> 5 

<211> 10 

<212> PRT 

<213> Mus Busculus 

<400> 5 

Val Lys Leu Gly Thr Tyr Tyr Phe Asp Ser 
15 10 

<210> 6 

<211> 11 

<212> PRT 

<213> Mus musculus 

<400> 6 

Ser Ala Ser Gin Asp lie Ser Asn Tyr Leu Asn 
15 10 

8 2 ailE# 2000-3089903 
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<210> 7 
<211> 7 
<212> PRT 

<213> Mus Busculus 
<400> 7 

Tyr Ser Ser Asn Leu His Ser 
1 5 



<210> 8 

<211> 9 

<212> PRT 

<213> Mus mscalus 

<400> 8 

His Gin Tyr Ser Lys Leu Pro Trp Thr 

1 5 

[0 19 1] 

<210> 9 
<211> 119 
<212> PRT 

<213> Artificial Sequence 
<400> 9 

Glu Val Gin Leu Val Glu Ser Gly Gly Asp Phe Val Gin Pro Gly Gly 

15 10 15 

Ser Leu krg Val Ser Cys Ala Ala Ser Gly Phe Ala Phe Ser His Tyr 

8 3 ffiiE# 2000-3089903 
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20 25 30 

Ala Met Ser Trp Val Arg Gin Ala Pro Gly Lys Gly Leu Glu Trp Val 
35 40 45 

Ala Tyr He Ser Ser Gly Gly Ser Gly Thr Tyr Tyr Ser Asp Ser Val 
50 55 60 

Lys Gly Arg Phe Thr He Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr 

65 70 75 80 

Leu Gin Met Arg Ser Leu Arg Ala Glu Asp Ser Ala Val Tyr Phe Cys 
85 90 95 

Thr Arg Val Lys Leu Gly Thr Tyr Tyr Phe Asp Ser Trp Gly Gin Gly 
100 105 110 

Thr Leu Leu Thr Val Ser Ser 

115 



<210> 10 

<211> 108 
<212> PRT 

<213> Artificial Sequence 
<400> 10 

Asp lie Gin Met Thr Gin Ser Pro Ser Ser Leu Ser Ala Ser Val Gly 
15 10 15 

8 4 mWE^ 2000-3089903 
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Asp Arg Val Thr lie Thr Cys Ser Ala Ser Gin Asp He Ser Asn Tyr 

20 25 30 

Leu Asn Trp Tyr Gin Gin Lys Pro Gly Lys Ala Pro Lys Leu Leu He 
35 40 45 

Phe Tyr Ser Ser Asn Leu His Ser Gly Val Pro Ser Arg Phe Ser Gly 
50 55 60 

Gly Gly Ser Gly Thr Asp Tyr Thr Leu Thr He Ser Ser Leu Gin Pro 
65 70 75 80 

Glu Asp Phe Ala Thr Tyr Tyr Cys His Gin Tyr Ser Lys Leu Pro Trp 
85 90 95 

Thr Phe Gly Gin Gly Thr Lys Val Glu He Lys Arg 
100 105 

[0 19 2] 
<210> 11 
<211> 95 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: synthetic DNA 
<400> 11 

caggaaacag ctatgacgcg gccgccacca tggagtttgg gctcagctgg ctttttcttg 60 
tccttgtttt caaaggtgtt cagtgtgagg tgcag 95 

8 5 aSSE^ 2000-3089903 
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<210> 12 
<211> 97 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: synthetic DNA 

<400> 12 

aaagcgaatc cagaggctgc acaggagact ctcagagacc cccccggctg tacaaagtct 60 
cccccagact ccaccagctg cacctcacac tgaacac 97 

<210> 13 
<211> 98 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: syntiietic DNA 
<400> 13 

gcagcctctg gattcgcttt cagtcattat gccatgtctt gggtccgcca ggctccaggg 60 
aaggggctgg agtgggtggc ttatattagt agtggtgg 98 



<210> 14 
<211> 97 
<212> DNA 

<213> Artificial Sequence 
<220> 



8 6 
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<223> Description of Artificial Sequence: synthetic DNA 
<400> 14 

gatacagcet gttcttggag ttatctctgg agatggtgaa tctgcccttt acactgtctg 60 
aatagtaggt gccactacca ccactactaa tataagc 97 

[0 19 3] 
<210> 15 
<211> 98 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: synthetic DNA 
<400> 15 

ctccaagaac acgctgtatc tgcaaatgcg cagcctgaga gctgaggact cggctgtgta 60 
tttctgtaca agagttaaac tgggaaccta ctactttg 98 



<210> 16 
<211> 92 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: synthetic DNA 
<400> 16 

gttttcccag tcacgacggg cccttggtgg aggctgagga gacggtgagc agggttccct 60 
ggccccagga gtcaaagtag taggttccca gt 92 
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<210> 17 
<211> 94 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:synthetic DNA 
<400> 17 

caggaaacag ctatgacgaa ttccaccatg atgtcctctg ctcagttcct tggtctcctg 60 
ttgctctgtt ttcaaggtac cagatgtgac atcc 94 

<210> 18 
<211> 87 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: synthetic DNA 

<400> 18 

gcactacaag tgatggtgac tctgtctcct acagatgcag acagggagga tggagactgg 60 
gtcatctgga tgtcacatct ggtacct 87 

<210> 19 
<211> 89 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :s3mthetic DNA 
<400> 19 
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gtcaccatca cttgtagtgc aagtcaggac attagtaatt atttaaactg gtatcagcag 60 
aaaccaggga aagcccctaa gctcctgat 89 

<210> 20 
<211> 89 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: synthetic DNA 
<400> 20 

taatctgtcc cagatccacc gccgctgaac cttgatggga cccccgagtg taaatttgat 60 
gagtaaaaga tcaggagctt aggggcttt 89 

[0 19 4] 
<210> 21 

<211> 92 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: synthetic DNA 
<400> 21 

ggtggatctg ggacagatta tactctcacc atcagcagcc tgcagcctga agattttgca 60 
acttattact gtcatcagta tagtaagctt cc 92 

<210> 22 
<211> 80 
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<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: synthetic DNA 

<400> 22 

gttttcccag tcacgaccgt acgtttaatc tctaccttgg tcccctggcc gaacgtccac 60 
ggaagcttac tatactgatg 80 

<210> 23 
<211> 45 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: synthetic DNA 
<400> 23 

agcttccatg gacgttcggt ggaggcacca agctggaaat caaac 45 

<210> 24 
<211> 45 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: synthetic DNA 

<400> 24 

gtacgtttga tttccagctt ggtgcctcca ccgaacgtcc atgga 45 



9 0 
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<210> 25 
<211> 29 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: synthetic DNA 
<400> 25 

gatgcaggca gggaggatgc agtctgggt 29 



<210> 26 
<211> 29 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: synthetic DNA 
<400> 26 

acccagactg catcctccct gcctgcatc 29 



[0 19 5] 
<210> 27 
<211> 384 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: synthetic DNA 

<220> 

<221> CDS 
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<222> (1)..(384) 
<400> 27 

atg atg tec tct get cag tte ctt ggt etc ctg ttg etc tgt ttt caa 48 
Met Met Ser Ser Ala Gin Phe Leu Gly Leu Leu Leu Leu Cys Phe Gin 
-20 -15 -10 -5 

ggt acc aga tgt gac ate eag atg acc cag act gca tec tec ctg cct 96 
Gly Thr Arg Cys Asp He Gin Met Thr Gin Thr Ala Ser Ser Leu Pro 
-11 5 10 

gca tct gta gga gac aga gtc ace ate act tgt agt gca agt cag gac 144 
Ala Ser Val Gly Asp Arg Val Thr He Thr Cys Ser Ala Ser Gin Asp 
15 20 25 

att agt aat tat tta aac tgg tat cag eag aaa eca ggg aaa gee cct 192 
He Ser Asn Tyr Leu Asn Trp Tyr Gin Gin Lys Pro Gly Lys Ala Pro 
30 35 40 

aag etc ctg ate ttt tac tea tea aat tta cae teg ggg gtc cea tea 240 
Lys Leu Leu He Phe Tyr Ser Ser Asn Leu His Ser Gly Val Pro Ser 
45 50 55 60 



288 



agg tte age ggc ggt gga tct ggg aca gat tat act etc ace ate age 
Arg Phe Ser Gly Gly Gly Ser Gly Thr Asp Tyr Thr Leu Thr He Ser 
65 70 75 



age ctg eag cct gaa gat ttt gca act tat tac tgt eat cag tat agt 336 
Ser Leu Gin Pro Glu Asp Phe Ala Thr Tyr Tyr Cys His Gin Tyr Ser 
80 85 90 
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aag ctt ccg tgg acg ttc ggc cag ggg acc aag gta gag att aaa cgt 384 
Lys Leu Pro Trp Thr Phe Gly Gin Gly Thr Lys Val Glu He Lys Arg 
95 100 105 

<210> 28 
<211> 26 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: synthetic DNA 
<400> 28 

actgatgaca gaaataagtt gcaaaa 26 

<210> 29 
<211> 26 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: synthetic DNA 

<400> 29 

ttttgcaact tatttctgtc atcagt 26 

<210> 30 
<211> 384 
<212> DNA 

9 3 mWE^ 2000-3089903 
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<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: synthetic DNA 

<220> 

<221> CDS 

<222> (1)..(384) 

<400> 30 

atg atg tec tct get cag ttc ctt ggt etc ctg ttg etc tgt ttt caa 48 
Met Met Ser Ser Ala Gin Phe Leu Gly Leu Leu Leu Leu Cys Phe Gin 
-20 -15 -10 -5 

ggt acc aga tgt gac ate cag atg ace cag tct eca tee tec ctg tct 96 
Gly Thr Arg Cys Asp He Gin Met Thr Gin Ser Pro Ser Ser Leu Ser 

-11 5 10 

gea tct gta gga gac aga gte acc ate act tgt agt gca agt cag ^ac 144 
Ala Ser Val Gly Asp Arg Val Thr He Thr Cys Ser Ala Ser Gin Asp 

15 20 25 

att agt aat tat tta aac tgg tat cag cag aaa eca ggg aaa gee cct 192 
He Ser Asn Tyr Leu Asn Trp Tyr Gin Gin Lys Pro Gly Lys Ala Pro 

30 35 40 

aag etc ctg ate ttt tac tea tea aat tta cac teg ggg gte eca tea 240 
Lys Leu Leu He Phe Tyr Ser Ser Asn Leu His Ser Gly Val Pro Ser 

45 50 55 60 

agg ttc age ggc ggt gga tct ggg aca gat tat act etc acc ate age 288 
Arg Phe Ser Gly Gly Gly Ser Gly Thr Asp Tyr Thr Leu Thr He Ser 

9 4 ffiSE4t 2000-3089903 
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70 



age ctg cag cct gaa gat ttt gca act tat ttc tgt cat cag tat agt 336 
Ser Leu Gin Pro Glu Asp Phe Ala Thr Tyr Phe Cys His Gin Tyr Ser 
80 85 90 

aag ctt ccg tgg acg ttc ggc cag ggg acc aag gta gag att aaa cgt 384 
Lys Leu Pro Trp Thr Phe Gly Gin Gly Thr Lys Val Glu He Lys Arg 
95 100 105 

[0 19 6] 
<210> 31 
<211> 28 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: synthetic DNA 
<400> 31 

ggagcttaac ggctttgtct ggtttctg 28 

<210> 32 
<211> 28 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description f Artificial Sequence: synthetic DNA 
<400> 32 

9 5 ffi$E# 2000-3089903 
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cagaaaccag acaaagccgt taagctcc 28 



<210> 33 
<211> 384 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequencersynthetic DNA 

<220> 

<221> CDS 

<222> (1)..(384) 

<400> 33 

atg atg tec tct get cag ttc ctt ggt etc ctg ttg etc tgt ttt caa 48 
Met Met Ser Ser Ala Gin Phe Leu Gly Leu Leu Leu Leu Cys Phe Gin 
-20 -15 -10 -5 

ggt acc aga tgt gac ate cag atg ace cag tct cca tec tec ctg tct 96 
Gly Thr Arg Cys Asp He Gin Met Thr Gin Ser Pro Ser Ser Leu Ser 
-11 5 10 

gca tct gta gga gac aga gtc acc ate act tgt agt gca agt cag gac 144 
Ala Ser Val Gly Asp Arg Val Thr lie Thr Cys Ser Ala Ser Gin Asp 
15 20 25 

att agt aat tat tta aac tgg tat cag cag aaa cca gac aaa gee gtt 192 

lie Ser Asn Tyr Leu Asn Trp Tyr Gin Gin Lys Pro Asp Lys Ala Val 
30 35 40 
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aag etc ctg ate ttt tae tea tea aat tta eae teg ggg gte cca tea 240 
Lys Leu Leu He Phe Tyr Ser Set Asn Leu His Ser Gly Val Pro Ser 
45 50 55 60 

agg tte age ggc ggt gga tet ggg aea gat tat act etc ace ate age 288 
Arg Phe Ser Gly Gly Gly Ser Gly Thr Asp Tyr Thr Leu Thr lie Ser 
65 70 75 

age ctg cag cet gaa gat ttt gca act tat tae tgt cat cag tat agt 336 
Ser Leu Gin Pro Glu Asp Phe Ala Thr Tyr Tyr Cys His Gin Tyr Ser 
80 85 90 

aag ctt ccg tgg acg tte ggc cag ggg ace aag gta gag att aaa cgt 384 
Lys Leu Pro Trp Thr Phe Gly Gin Gly Thr Lys Val Glu lie Lys Arg 
95 100 105 

<210> 34 
<211> 48 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: synthetic DNA 
<400> 34 

•gttgcgatat cttcaggctg cagattgctg atggtgagac tataatct 48 

<210> 35 
<211> 48 

9 7 fmE# 2000-3089903 
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<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: synthetic DNA 

<400> 35 

agattatagt ctcaccatca gcaatctgca gcctgaagat atcgcaac 41 

[0 19 7] 
<210> 36 
<211> 384 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: synthetic DNA 

<220> 

<221> CDS 

<222> (1)..(384) 

<400> 36 

atg atg tec tct get cag ttc ctt ggt etc ctg ttg etc tgt ttt eaa 48 
Met Met Ser Ser Ala Gin Phe Leu Gly Leu Leu Leu Leu Cys Phe Gin 

-20 -15 -10 -5 

ggt ace aga tgt gac ate cag atg ace cag tct cea tee tec ctg tct 96 
Gly Thr Arg Cys Asp He Gin Met Thr Gin Ser Pro Ser Ser Leu Ser 

-11 5 10 

gca tct gta gga gac aga gte ace ate act tgt agt gca agt cag gac 144 
Ala Ser Val Gly Asp Arg Val Thr He Thr Cys Ser Ala Ser Gin Asp 
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att agt aat tat tta aac tgg tat cag cag aaa cca ggg aaa gcc cct 192 
He Ser Asn Tyr Leu Asn Trp Tyr Gin Gin Lys Pro Gly Lys Ala Pro 
30 35 40 

aag etc ctg ate ttt tac tea tea aat tta cae tcg ggg gte cca tea 240 
Lys Leu Leu He Phe Tyr Ser Ser Asn Leu His Ser Gly Val Pro Ser 
45 50 55 60 

agg ttc age gge ggt gga tct ggg aca gat tat agt etc acc ate age 288 
Arg Phe Ser Gly Gly Gly Ser Gly Thr Asp Tyr Ser Leu Thr He Ser 
65 70 75 

aat ctg cag cct gaa gat ate gca act tat tac tgt cat cag tat agt 336 
Asn Leu Gin Pro Glu Asp He Ala Thr Tyr Tyr Cys His Gin Tyr Ser 
80 85 90 

aag ctt ccg tgg acg ttc ggc cag ggg acc aag gta gag att aaa cgt 384 
Lys Leu Pro Trp Thr Phe Gly Gin Gly Thr Lys Val Glu He Lys Arg 
95 100 105 

<210> 37 
<211> 25 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: synthetic DNA 

9 9 £tiliE# 2000-3089903 
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<400> 37 

ttcaggctgc agattgctga tggtg 25 



<210> 38 
<211> 25 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: synthetic DNA 
<400> 38 

caccatcagc aatctgcagc ctgaa 25 



<210> 39 
<211> 384 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: synthetic DNA 

<220> 

<221> CDS 

<222> (1)..(384) 

<400> 39 

atg atg tec tct get cag ttc ctt ggt etc ctg ttg etc tgt ttt caa 48 
Met Met Ser Ser Ala Gin Phe Leu Gly Leu Leu Leu Leu Cys Phe Gin 

-20 -15 -10 -5 

ggt ace aga tgt gac ate eag atg ace cag tct cea tec tec ctg tct 96 
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Gly Thr Arg Cys Asp lie Gin Met Thr Gin Ser Pro Ser Ser Leu Ser 
-11 5 10 



gca tct gta gga gac aga gtc acc ate act tgt agt gca agt cag gac 144 
Ala Ser Val Gly Asp Arg Val Thr He Thr Cys Ser Ala Ser Gin Asp 
15 20 25 

att agt aat tat tta aac tgg tat cag cag aaa cca ggg aaa gcc cct 192 
He Ser Asn Tyr Leu Asn Trp Tyr Gin Gin Lys Pro Gly Lys Ala Pro 
30 35 40 

aag etc ctg ate ttt tac tea tea aat tta cae tcg ggg gtc cca tea 240 
Lys Leu Leu He Phe Tyr Ser Ser Asn Leu His Ser Gly Val Pro Ser 
45 50 55 60 

agg tte age ggc ggt gga tct ggg aca gat tat act etc ace ate age 288 
Arg Phe Ser Gly Gly Gly Ser Gly Thr Asp Tyr Thr Leu Thr He Ser 
65 70 75 

aat ctg cag cct gaa gat ttt gca act tat tac tgt cat cag tat agt 336 
Asn Leu Gin Pro Glu Asp Phe Ala Thr Tyr Tyr Cys His Gin Tyr Ser 
80 85 90 

aag ett ccg tgg aeg tte ggc cag ggg acc aag gta gag att aaa cgt 384 
Lys Leu Pro Trp Thr Phe Gly Gin Gly Thr Lys Val Glu He Lys Arg 
95 100 105 



[0 19 8] 
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<210> 40 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: synthetic DNA 
<400> 40 

gacagaaata aettscgata tcttcaggct 30 



<210> 41 
<211> 30 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: synthetic DNA 
<400> 41 

agcctgaaga tatcgcaact tatttctgtc 30 



<210> 42 
<211> 384 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: synthetic DNA 

<220> 

<221> CDS 

<222> (1)..(384) 
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<400> 42 

atg atg tec tct get eag tte ett ggt ete etg ttg etc tgt ttt caa 48 
Met Met Ser Ser Ala Gin Phe Leu Gly Leu Leu Leu Leu Cys Phe Gin 

-20 -15 -10 -5 

ggt ace aga tgt gac ate cag atg acc eag tct cca tec tec etg tet 96 
Gly Thr Arg Cys Asp He Gin Met Thr Gin Ser Pro Ser Ser Leu Ser 
-11 5 10 

gea tet gta gga gac aga gtc acc ate act tgt agt gca agt eag gac 144 
Ala Ser Val Gly Asp Arg Val Thr He Thr Cys Ser Ala Ser Gin Asp 

15 20 25 

att agt aat tat tta aac tgg tat eag eag aaa cca ggg aaa gee ect 192 
He Ser Asn Tyr Leu Asn Trp Tyr Gin Gin Lys Pro Gly Lys Ala Pro 
30 35 40 

aag etc etg ate ttt tae tea tea aat tta cac teg ggg gtc cca tea 240 
Lys Leu Leu He Phe Tyr Ser Ser Asn Leu His Ser Gly Val Pro Ser 
45 50 55 60 

agg tte age ggc ggt gga tet ggg aca gat tat act etc ace ate age 288 
Arg Phe Ser Gly Gly Gly Ser Gly Thr Asp Tyr Thr Leu Thr He Ser 
65 70 75 

age etg eag ect gaa gat ate gca act tat tte tgt cat eag tat agt 336 
Ser Leu Gin Pro Glu Asp He Ala Thr Tyr Phe Cys His Gin Tyr Ser 
80 85 90 

10 3 ffiUi^ 2000-3089903 
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aag ctt ccg tgg acg ttc ggc cag ggg acc aag gta gag att aaa cgt 384 
Lys Leu Pro Trp Thr Phe Gly Gin Gly Thr Lys Val Glu lie Lys Arg 
95 100 105 

<210> 43 
<211> 87 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: synthetic DNA 
<400> 43 

gcactacaag tgatggtgac tctgtctcct acagatgcag gcagggagga tgcagactgg 60 
gtcatctgga tgtcacatct ggtacct 87 

<210> 44 
<211> 89 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: synthetic DNA 
<400> 44 

gtcaccatca cttgtagtgc aagtcaggac attagtaatt atttaaactg gtatcagcag 60 
aaaccaggga aagccgttaa gctcctgat 89 

[0 19 9] 
<210> 45 
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<211> 89 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: synthetic DNA 
<400> 45 

taatctgtcc cagatccacc gccgctgaac cttgatggga cccccgagtg taaatttgat 60 
gagtaaaaga tcaggagctt aacggcttt 89 

<210> 46 
<211> 92 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: sjmthetic DNA 

<400> 46 

ggtggatctg ggacagatta tactctcacc atcagcagcc tgcagcctga agattttgca 60 
acttatttct gtcatcagta tagtaagctt cc 92 



<210> 47 
<211> 384 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: synthetic DNA 

<220> 

<221> CDS 
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<222> (1)..(384) 
<400> 47 

atg atg tec tct get cag tte ett ggt ete etg ttg ete tgt ttt caa 48 

Met Met Ser Ser Ala Gin Phe Leu Gly Leu Leu Leu Leu Cys Phe Gin 

-20 -15 -10 -5 

ggt ace aga tgt gae ate cag atg ace cag tct gca tec tee ctg cet 06 

Gly Thr Arg Cys Asp He Gin Met Thr Gin Ser Ala Ser Ser Leu Pro 

-11 5 10 

gca tct gta gga gae aga gtc ace ate act tgt agt gca agt cag gae 144 

Ala Ser Val Gly Asp Arg Val Thr He Thr Cys Ser Ala Ser Gin Asp 

15 20 25 

att agt aat tat tta aae tgg tat cag cag aaa cea ggg aaa gee gtt 192 

He Ser Asn Tyr Leu Asn Trp Tyr Gin Gin Lys Pro Gly Lys Ala Val 

30 35 40 

aag etc ctg ate ttt tac tea tea aat tta cac teg ggg gtc cca tea 240 

Lys Leu Leu He Phe Tyr Ser Ser Asn Leu His Ser Gly Val Pro Ser 
45 50 55 60 

agg tte age ggc ggt gga tct ggg aca gat tat act etc ace ate age 288 

Arg Phe Ser Gly Gly Gly Ser Gly Thr Asp Tyr Thr Leu Thr He Ser 

65 70 75 

age ctg cag cet gaa gat ttt gca act tat tte tgt cat cag tat agt 336 

Ser Leu Gin Pro Glu Asp Phe Ala Thr Tyr Phe Cys His Gin Tyr Ser 
80 85 90 
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aag ctt ccg tgg acg ttc ggc cag ggg acc aag gta gag att aaa cgt 384 
Lys Leu Pr Trp Thr Phe Gly Gin Gly Thr Lys Val Glu lie Lys Arg 
95 100 105 

<210> 48 
<211> 384 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: synthetic DNA 

<220> 

<221> CDS 

<222> (1)..(384) 

<400> 48 

atg atg tec tct get cag ttc ctt ggt etc etg ttg etc tgt ttt caa 48 
Met Met Ser Ser Ala Gin Phe Leu Gly Leu Leu Leu Leu Cys Phe Gin 

-20 -15 -10 -5 

ggt ace aga tgt gae ate cag atg acc cag tct eca tee tec etg tct 96 
Gly Thr Arg Cys Asp He Gin Met Thr Gin Ser Pro Ser Ser Leu Ser 

-11 5 10 

gea tct gta gga gae aga gte acc ate act tgt agt gca agt cag gae 144 
Ala Ser Val Gly Asp Arg Val Thr He Thr Cys Ser Ala Ser Gin Asp 

15 20 25 

att agt aat tat tta aac tgg tat cag cag aaa eca gae aaa gee gtt 192 
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>.i 

lie Ser Asn Tyr Leu Asn Trp Tyr Gin Gin Lys Pro Asp Lys Ala Yal 
30 35 40 

aag etc ctg ate ttt tae tea tea aat tta cae teg ggg gte cea tea 240 
Lys Leu Leu He Phe Tyr Ser Ser Asn Leu His Ser Gly Val Pro Ser 

45 50 55 60 

agg ttc age gge ggt gga tet ggg aea gat tat aet ete aee ate age 288 
Arg Phe Ser Gly Gly Gly Ser Gly Thr Asp Tyr Thr Leu Thr He Ser 
65 70 75 

age etg cag ect gaa gat ate gca act tat ttc tgt cat cag tat agt 336 
Ser Leu Gin Pro Glu Asp He Ala Thr Tyr Phe Cys His Gin Tyr Ser 
80 85 90 

aag ett ccg tgg acg ttc gge cag ggg ace aag gta gag att aaa cgt 384 
Lys Leu Pro Trp Thr Phe Gly Gin Gly Thr Lys Val Glu He Lys Arg 

95 100 105 

[0 2 0 0] 
<210> 49 
<211> 76 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: synthetic DNA 

<400> 49 

catgcatgag gctctgcaca accactacac gcagaagagc ctetccetgt etcccggggg 60 

10 8 2000-3089903 
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76 



<210> 50 
<211> 85 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: synthetic DNA 
<400> 50 

gatcctgatc aatgaattct cccccgggag acagggagag gctcttctgc gtgtagtggt 60 
tgtgcagagc ctcatgcatg gggcc 85 

<210> 51 
<211> 37 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: synthetic DNA 
<400> 51 

gtctcccggg aaagcaccta ctagtagttc tacaaag 37 



<210> 52 
<211> 38 
<212> DNA 

<213> Artificial Sequence 
<220> 
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<223> Description of Artificial Sequence: synthetic DNA 
<400> 52 

ccctsatcaa tgaattcaag tcagtgttga gatgatgc 38 

<210> 53 
<211> 582 
<212> PRT 

<213> Artificial Sequence 
<400> 53 

Glu Val Gin Leu Val Glu Ser Gly Gly Asp Phe Val Gin Pro Gly Gly 

15 10 15 

Ser Leu Arg Val Ser Cys Ala Ala Ser Gly Phe Ala Phe Ser His Tyr 
20 25 30 

Ala Met Ser Trp Val Arg Gin Ala Pro Gly Lys Gly Leu Glu Trp Val 
35 40 45 

Ala Tyr He Ser Ser Gly Gly Ser Gly Thr Tyr Tyr Ser Asp Ser Val 
50 55 60 

Lys Gly Arg Phe Thr lie Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr 
65 70 75 80 

Leu Gin Met Arg Ser Leu Arg Ala Glu Asp Ser Ala Val Tyr Phe Cys 
85 90 95 

Thr Arg Val Lys Leu Gly Thr Tyr Tyr Phe Asp Ser Trp Gly Gin Gly 

110 2000-3089903 



105 



—278291 

110 



Thr Leu Leu Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe 
115 120 125 

Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu 
130 135 140 

Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp 
145 150 155 160 

Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu 
165 170 175 

Gin Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser 
180 185 190 

Ser Ser Leu Gly Thr Gin Thr Tyr He Cys Asn Val Asn His Lys Pro 

195 200 205 

Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys Asp Lys 
210 215 220 

Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro 
225 230 235 240 

Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met He Ser 
245 250 255 
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Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Set His Glu Asp 

260 265 270 

Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn 
275 280 285 

Ala Lys Thr Lys Pro Arg Glu Glu Gin Tyr Asn Ser Thr Tyr Arg Val 
290 295 300 

Val Ser Val Leu Thr Val Leu His Gin Asp Trp Leu Asn Gly Lys Glu 
305 310 315 320 

Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro He Glu Lys 

325 330 335 

Thr He Ser Lys Ala Lys Gly Gin Pro Arg Glu Pro Gin Val Tyr Thr 
340 345 350 

Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gin Val Ser Leu Thr 
355 360 365 

Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp He Ala Val Glu Trp Glu 
370 375 380 

Ser Asn Gly Gin Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu 
385 390 395 400 

Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys 
405 410 415 
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Ser Arg Trp Gin Gin Gly Asn Val Phe Ser Cys Ser Val Met His Glu 

420 425 430 

Ala Leu His Asn His Tyr Thr Gin Lys Ser Leu Ser Leu Ser Pro Gly 
435 440 445 

Lys Ala Pro Thr Ser Ser Ser Thr Lys Lys Thr Gin Leu Gin Leu Glu 
450 455 460 

His Leu Leu Leu Asp Leu Gin Met He Leu Asn Gly lie Asn Asn Tyr 
465 470 475 480 

Lys Asn Pro Lys Leu Thr Arg Met Leu Thr Phe Lys Phe Tyr Met Pro 

485 490 495 

Lys Lys Ala Thr Glu Leu Lys His Leu Gin Cys Leu Glu Glu Glu Leu 

500 505 510 

Lys Pro Leu Glu Glu Val Leu Asn Leu Ala Gin Ser Lys Asn Phe His 
515 520 525 

Leu Arg Pro Arg Asp Leu He Ser Asn lie Asn Val lie Val Leu Glu 
530 535 540 

Leu Lys Gly Ser Glu Thr Thr Phe Met Cys Glu Tyr Ala Asp Glu Thr 

545 550 555 560 

Ala Thr He Val Glu Phe Leu Asn Arg Trp He Thr Phe Cys Gin Ser 
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565 570 575 

lie lie Ser Thr Leu Thr 
580 

[0 2 0 1] 
<210> 54 
<211> 108 
<212> PRT 

<213> Artificial Sequence 
<400> 54 

Asp He Gin Met Thr Gin Ser Pro Ser Ser Leu Ser Ala Ser Val Gly 
15 10 15 

Asp Arg Val Thr He Thr Cys Ser Ala Ser Gin Asp He Ser Asn Tyr 
20 25 30 

Leu Asn Trp Tyr Gin Gin Lys Pro Asp Lys Ala Val Lys Leu Leu lie 
35 40 45 

Phe Tyr Ser Ser Asn Leu His Ser Gly Val Pro Ser krg Phe Ser Gly 
50 55 60 

Gly Gly Ser Gly Thr Asp Tyr Thr Leu Thr He Ser Ser Leu Gin Pro 
65 70 75 80 

Glu Asp He Ala Thr Tyr Phe Cys His Gin Tyr Ser Lys Leu Pro Trp 
85 90 95 

114 ffi|E# 2000-3089903 
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Thr Phe Gly Gin Gly Thr Lys Val Glu He Lys Arg 
100 105 

<210> 55 

<211> 119 

<212> PRT 

<213> Mus nusculus 

<400> 55 

Glu Val Thr Leu Val Glu Ser Gly Gly Asp Phe Val Lys Pro Gly Gly 

15 10 15 

Ser Leu Lys Val Ser Cys Ala Ala Ser Gly Phe Ala Phe Ser His Tyr 
20 25 30 

Ala Met Ser Trp Val Arg Gin Thr Pro Ala Lys Arg Leu Glu Trp Val 

35 40 45 

Ala Tyr lie Ser Ser Gly Gly Ser Gly Thr Tyr Tyr Ser Asp Ser Val 
50 55 60 

Lys Gly Arg phe Thr He Ser Arg Asp Asn Ala Lys Asn Thr Leu Tyr 
65 70 75 80 

Leu Gin Met Arg Ser Leu Arg Ser Glu Asp Ser Ala Met Tyr Phe Cys 
85 90 95 

Thr Arg Val Lys Leu Gly Thr Tyr Tyr Phe Asp Ser Trp Gly Gin Gly 
100 105 110 

115 tfilE4t 2000-3089903 
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Thr Thr Leu Thr Val Ser Ser 

115 

<210> 56 
<211> 108 
<212> PRT 

<213> Hus Buscuius 
<400> 56 

Asp lie Gin Met Thr Gin Thr Ala Ser Ser Leu Pro Ala Ser Leu Gly 
15 10 15 

Asp Arg Val Thr He Ser Cys Ser Ala Ser Gin Asp He Ser Asn Tyr 

20 25 30 



Leu Asn Trp Tyr Gin Gin Lys Pro Asp Gly Thr Val Lys Leu Leu He 
35 40 45 

Phe Tyr Ser Ser Asn Leu His Ser Gly Val Pro Ser Arg Phe Ser Gly 
50 55 60 

Gly Gly Ser Gly Thr Asp Tyr Ser Leu Thr He Ser Asn Leu Glu Pro 

65 70 75 80 

Glu Asp He Ala Thr Tyr Phe Cys His Gin Tyr Ser Lys Leu Pro Trp 
85 90 95 

Thr Phe Gly Gly Gly Thr Lys Leu Glu lie Lys Arg 
100 105 
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